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D ^ INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
533104 


SeeNotificationofTransmittaloflnternationa! Preliminary 
FOR FURTHER ACTION Examination Report (Form PCT/IPEA/4 1 6) 


Internationa) application No. 

PCT/JP00/04616 


International filing date (day/month/year) 
10 July 2000(10.07.00) 


Priority date {day/month/year) 

15 July 1999(15.07.99) 


International Patent Classification (IPC) or national classification and IPC 

C07D 275/03, 271/1 13, 4 13/12, 285/135, 417/12, 231/38, 307/66, 249/14, 285/08, 213/38, 417/04, 413/04, 
413/10, 413/14, 403/12, 333/36, A61K 3 1/5377, 3 1/4178, 3 1/506, 3 1/4196, 3 1/4245, 3 1/427, 3 1/496, A61P 
37/06 


Applicant 

SUMITOMO PHARMACEUTICALS CO., LTD. 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 



| — | This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
' — ' been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70. 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Cenai r. documents cited .: 

Certain defects in the international application 
Certain observations on the international application 
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19 January 2001 (19.01.01) 


Date of completion of this report 

11 July 2001 (11.07.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 
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I. Basis of.the report 



1. With regard to the elements of the international application:* 
[^| the international application as originally filed 

| | the description: 

p a g es , as originally filed 

p a g es ' filed witn tne demand 

pages » filed with the letter of 

j 1 the claims: 

pages » originally filed 

pages , as amended (together with any statement under Article !9 

pages ,> filed witn tne demand 

pages , filed with the letter of 

J the drawings: 

pages » as originally filed 



pages 



, filed with the demand 



pages , filed with the letter of . 

| | the sequence listing part of the description: 

pages , as originally filed 

pages . , filed with the demand 



pages , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language • which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
| 1 the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

1 | contained in the international application in written form. 

I 1 filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I | furnished subsequently to this Authority in computer readable form. 

1 | Xhe. -Statemenuahat -the- subsequently- furnished; written ^e^uerice^jistirig does noi; go_beyond-thei.disciosure "-"in "the- 
— inlernationarapplication as filed has been furnished. 
[ | The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

4. {^} The amendments have resulted in the cancellation of: 

1 1 the description, pages 

1 1 the claims, Nos. . 



I I the drawings, sheets/fig 

I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
and 70. 1 7). 

** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 
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V. Reasoned statement under "Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) Claims 1-14 YES 

Claims NO 

Inventive step (IS) Claims YES 

Claims 1-14 __ NO 

Industrial applicability (IA) Claims 1-14 YES 

Claims NO 



2. Citations and explanations 

Document 1: EP, 248399, Al (Sumitomo Pharmaceuticals Co., Ltd.), 9 December, 1987 (09.12.87) 
Document 2: WO, 98-47880, Al (Sumitomo Pharmaceuticals Co., Ltd.), 29 October, 1998 (29.10.98) 

Claims 1-14 

The subject matters of claims 1-14 do not appear to involve an inventive step, though they appear to 
be novel, in view of documents 1 and 2 cited in the ISR. The final product described in document 1 
(called "the invention described in document 1") is similar to the subject matter of claim 1 of the present 
application (called "the invention of the present application") in basic structure and the same also in 
application, but is different in that it has no guanidino group. However, the final product described in 
document 2 is similar to the invention described in document 1 in basic structure, the same also in 
application and also has a guanidino group. So, a person skilled in the art could have easily conceived of 
replacing the amino group of the invention described in document 1 by a guanidino group, to achieve the 
invention of the present application. 
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1. 5$ : 




-O-, -S-, -SO-, - S 0 2 - , -CQ- ( QltmmiM^t^lZ 1 , 
3 --is**-V->m$.tz& 1 , 3 -^^fV v>J|tftSii\ ) . -CH (OR 11 ) 
- s -C (OR") 2 -, -C (=NOR u ) - ( R u lZ7kmM=¥-£^lZi&mT 

)v*rJvm*m-to ). -c (=nr i2 ) - ( R i2 &7kmmT&frizi&mT 
io m*m-t. ). -c (=nnr i3 r 14 ) - ( R i3 &£tfR i4 &nALi,-zfcmm*. 
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OR" ( R l H*mZ£W\m'C>$>Z. ), -CO z R 29 (R 29 !^?^^^^ 
G(^:-C (R 6 R 7 ) -£/cfcfc-C (=CR 6 R 7 ) A^fSlJgC^ 

mm^t&i-. n&atix^x*,j:^m4t*mi&* i. 3 -s^**-* 

l, 3 ^vS'&Mbtt/iv^. 

iST*S-M 1,3, 4-f7^7i/-M 1, 2, 4-f7^'7'/-;K ^7 

15 v-;k i,2, 4-hurv-j'K * y.s», t^j^y>, tfu_^ 

"i>>ifciii~,~ 3. 5-b'J7^>%*t. 

R 5 (iA£Dj^^j^^^«J:tr/ / */c^^M?^^-rsm^lS^^-ro r iiO 
^fe 3 60^^=1: a-T. kTD-;K 77>, Wx> ( f^V->>K -fVf7^ 
tf U S», kf 5 kf 'J 5 b° U ^>'>lfelii, 3, 5 - hi) 7 
20 ^'>cDj^^Jg?±cDg^SR 5 {i^ny>H?. -hoS. ^7 71, 
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77^^^ — R\ —OR 8 (5£*, R 8 (iM^$tlTV^Tt <tv>7^^r^3£, 

5 $frx^x&&^mmmmnLtz&7'>ji<m*m-r. ) > -co 2 r 9 c^4». r 9 
&m&ztix^x& £^TJv*j\'m. m$k-z*ix^xt> & frST—ivm. w.Wk 

^xt>&\,^T7Ji'*)i'm$.fr&m&2ftx\<^xib&\,^%.mmm*m-?. ) » - 

SR 10 , -SO-R 10 , -S0 2 -R 10 , -C (O) SR 1( \ -C (S) OR 11 !/: 
10 li-CS 2 R 10 R l0 &W.miZftX^Xt>£\<^7J\'*cJl'm. m&znx^x 

*,&^7v~jvm£.fei*m&ztix\*xib£^7 7jv*jvmt:m-t. ) £3rt„ 

fccfcl^l^y^E^Hk NHS©riS> -R 8 > -OR 8 i/:(i-C0 2 R'( 
15 5$4>, R 8 feJ:t>*R 9 (iHuiai:[s]*T'^§o ) 



20 K^-frS. R\ R 2 , R 3 fcctt>*R 4 (i, £-*&57_UT, *SSIB^ - 

D^fS/75;i l S&StvTv^-ct, it^^W^-f^g, ffiJ3§£ *iT<^T£ J; 
7^7 7^^^ NHM<Di%mm. -R\ -OR 8 , -C0 2 R 9 , - S R 1( \ 
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2 R 10 R 8 , R**S&ZfR l0 &ffi&£m&X-$>&. ) R\ R 2 

5 mmmmmmm^mmvx^^\ r\ r 2 , r^^^r 4 ^, c©?*> 

£/c, ^:-NR 2 RU 5£:-N = C (NR 43 R 44 ) NH 2 ^/:ft-NHC ( 
NR « R 44) =NHT-t^n§S?:*L'CtJ:t\ R 43 £> X £>*R 44 (£, J^T© (1 
10 ) £/c& (2) 6DiIUT*£>£. 

) -est ft 1\ ] 

2. E*^: 




[ss^ M'ti, -co- ( Qimmtmm-Z'&z. ) , -ch (o 
r") - % -c (or 11 ) 2 -, -c ( = n o r") - ( R n izmnd>£mm-e$>z> 
, 20 . ), -c (= n r 12 ) - ( R 12 &mm£mmx-$>z 0 ), -c ( = NNR ,3 R U 
) - ( R l3 te£zfR u &MU£mmx*&z> a ). -co-£tz&-cs-*m-t 
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5 3. E £$5$ : 




;l^;k T-tr^;K ^>7A OR 11 ( R n f±tm£PM-C&6 0 ) *^*Stff 

io i.*>^> 2. <D^M^zu^(Dm^mm<t^^ftit^<Dm^±we-m^n^ 

4. E*St*7ai — 4 --Ok 2-7;WDe7i-/K4--f;K 2' - y 

l. *»e> 3. <D^-rni)>izmm(omm^mt^^.yti±t(Dm^ 

15 ±!^2;h,3i& 0 

5. G**5$:-C ( R 23 R 24 ) - (^tfi, R^fcitfR 24 ^ »AUT*JR«^ 

, I£I7;^;H, */c(*<B»T^3^r5/aift*-r. R 23 fc<kt>*R 24 ^ 
^UT, ^ftfctffitel-SjKJMIC-?*:*^ j^^3^t> 6 ©$Hb7.Kfii8[t 1, 

3 -mr*y-ym&Jtiz i , 3-mv7>^Mi/ttJ:K ) t?*sn 

6. G**5£:-C ( R 49 R 50 ) - (^c^ R 49 fc J; R 5 °te, ^5iUT7j<^M? 
£fcli;**-/l/»*3SH-*N R 49 fcJ:tfR S0 *^£LT, ASSIST? i/9 D y 
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7. A**tTD-M T7^>, ^^-7x>, -Yy^TV-^K 1. 3, 4-^-^+)- 
->*7V-;K 1, 3, 4-f7'>'7 4 /-;k 1, 2, 4-^7^7^, t*7 

5 v'-;k i, 2, 4-h'j7^-;k \> y k:°5^>*>, f'J^^x n°u^ 

8. A**5£ : 
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NR 17 R 18 
-N=< 

NH 2 
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131 R 19 N 

m 22 v, NR 17 R 18 



-N=( (CH 2 ) n 
N. 



HN— 

NH 



R 4o NR 55 R 56 

[5] [6] 

NR 17 R 18 NR 17 R 18 

-N=( -N=< 

N-(CH 2 ) n — NR 23 R 24 N—Alkyn 

R 20 R 20 

^C3](cfc^T, R i9 ^j:^R 2o (i, ^^ai,^ *mj&?. wmznx^x 

m-f. <ll£0frb4<DMm*mL. nf£2^<b 4(DM$k1tm-?. £/c, R 22 <£ 

R ,9 t~MiK%^x2^(DmmmTX£zf2^(DMmm*£&izwmi:*ix^x 

, 2Kl^^ W.&-2ftX^X%£^T)V*c)Vm i km-$ a R^fe^t/R 56 ^ 
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5£[5]K&^T, R 17 , R'\ R 20 feJ:t>*nf£, mtltmm. R 23 fc «fc tf R 24 i£, 
tiTl^Tt, ±\^t))VA=E-( )Vm&t^\%- S 0 2 -R 10 ( R l0 (igulS £ RJli) £ft 

^[6]{ife^T, R'\ R ,8 fcJ;t>*R 20 (i, iiyI3£[sJ»-e£>3 e Alkynf£, t;1/ 
10. L^T^[l]^/c{i[3]T'^^4a^>l. a><b 9. ^rn*>KgE*fc©«3&3r§ 



(^[nfccfctfCSDtCl&^T, X, R' 7 , R l \ R 19 , R 20 , R 22 , qfcit/n©! 

1 1 . n&x+mn tie mm^mm^m & ^ itt(Dm^±^m^ 



10 
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25 ! . - 
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(5», M 3 (i, -CQ- ( Q{iBir3Bfcra«T**«. ) *feli-CO 

5 $nTl>Tfc«kv\ ) Srffr. R 2 \ R 49 fc J: tfR 50 te, fifffifcEHSL R 2J \ R 25 ' 

12. l.^p, 11. ©v^rn*Mi8Btt©**^*3ii^i»*^i±*©ag^±ff« 

io 13. aa^ffi^«*feii^tt6IJB©?l&0»J**v>(i^|»^jT?**I2. lam© 

14. jt'J ^^^j*/=ttfit^ss!i"c*el2.ia«fc©ESg. 

TV — Jl'M 3: ITU 0U*.f£^3ISi&6~ 1 4©TU-;V«^(f *b;ft, *#6*J 
Kt£ % 7x^;k i-^-y^^ 2-^-^^;k 7Xl^-;k 7zt>h'J7> 

20 m?*^m-tz i~3^©5~i 4 m^mmmmmmtfzwmmmmmtfm 
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-;k tTD y ;k ^>»/7 y ;k -f y ;k n"^ y y ;k -r y 
#-y-yy;K ^vfjy^K ^ryy^K yyjw ^>xv^yy;v 
, ^ > t y y ;k ^ > *-y- y y ;k t° y s»k n* ? ;v, e y ^ 
;k kf y ^ ->'-;i/, h y 7 ->*-;k ^ y y — ;k -r y y y -;k * -r y y 

^ y y *; - -y ^ ^y y $/*-;k 4, 5 - t: K d - i h - -r ^ £V y m k:* 
^ y ->';k ^ ^ y — ;k ^-yfr^E y i-i^v t-x^jv* y i 
, i -s/yj-^y^^-^^^y — ;k t^^— ;k fyyj^k A^tt h 

10 a e y ^ ;l\ 1, 4, 5, 6 - -r h ^ t K n tf y ^ 3, 

D-2H-1, 3, S-jt^-VryTV—A/* 4, 5-^'tKP-l, 1 
y-1, 2, 4-^7^7 4 /y;k 5, KD-4H - 1 , l-^^r7 

-1, 2, 4-^T->*T->*— ;K 2, 3-^tKD-l, 1, 3 - MJ ;* # y - 
4H-1, 2, 4, 6-f7by7^K 7Hf>^— A\ ^O^-iK 2, 3- 

15 4-^>y^^r^-/K 4, 5, 6, 7-fb7tKO-lH 

- y T -tf e - \ihft&. 

20 liiLT<kt\ 

a) : ^Dy>j5T?, -hDS, ^7^1, 7^*KS, ^;^7M, Si 

b) : -R 15 , -OR 15 , -C0 2 R ,S , -S0 3 R 15 , -SR' 5 , -OCH 2 R ,s 
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% -SCH 2 R 1J \ -C ( = NOH) R 15 

10 c) : 7;l/^;«, T;l/^^r->». 7 )Vu^-y^JV^-JVm, 7 ton**/ 

XXjVtH-JI) ^ 7 {7)V^-)V^) V-** j\,i£—)V& s (7 
)V*r)V?-jr) 7^^r^*;l//f-;H, 7)V*)V?-*'i )Vm. 7)V 

*)V7.)V7-( — jvm, 7)v^-)V7.)V7^^)vm. 7JV*)i>*>jV7$—)VJr*->m, 7 

- R IS , -OR 15 , -SR 15 , -OCH 2 R 15 ( -SCH 2 R 15 (S^ R ,5 iigaiE 

p^>n^, i&m.7jv*ju^ \&m^u7 fr*)vm. um^n-c^-z^ x^7 ^ 
m&7Jvn*^mt3£m&m^u7Ji<3*->Mm(DffifrbftmK 

25 7^3^s/^;wt'-;i/Sfcj:o t |gi7;^;vf^iit $i*j£^ny>ii^ is 
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. wt^nx^^x^x^rtJiJ^^ Jim. tui^^-ym. 
jim. &mTJi3*i/#ji#—jim. i&mr ji*ji^*m. {&®.~t ji^-ji^ji? 
4-jim&&m&mTJi*ji*ji*-Jimm(Dmfrbtemzmi£ftz 1 
5 %L<DmxmWk$nx^xib±\,\ ) m<Dmfrhizm.^mi£n& i ztz&mmcom 

xw.&2tix^xtj ckv\ ] 

d) : 7A"7" — 

17 Jl>T=-iim\Z.. mz.l£'^nt*>m : ¥-s ^7^1, pOl/^r/ha, 

S> 7^>^S, 7^>^^-^r->S, ^;V/K^r^>S> tlX V^T £ <fc V^W^ 

-OVS. - R 15 . -OR 15 , -SR 15 , -OCH 2 R 15 fccttJ f - S CH 2 R 15 (^^ 
, R ,5 &fuSai:IIJiST*&<5 0 ) #cD3¥*>t> ffiiK tratiti* l 

15 asi$nTv>Tfe«t^. ] 

e ) : T^^r — 

C7;mr=^Stt. M*.tf^ny>jic-y x -bus, isyjm. tJijizfvm. 

20" ->s, fi«yND7^3^f^I, {g^7;W3*:y#;i/*'-;i,g, i&m7Ji*Ji?-* 
m. nm. yyji^^-vm. tuns^vm. li^nt^tt^^;^ 

-f;l/g, - R 15 . —OR 15 , -SR 15 , -OCH 2 R 15 fc < kt) f - SCH 2 R 15 (5£4* 
, R 15 fiiiiIHa£|5jjl-c<fc3 0 ) l */ci(i^©S-C- 

25 f) : 7Jl>T — Jl**cism. 7 JlT—Jl Jl#=. Jim. TJlT— Jit) Jl 

Jim. 7 Jl>r-JljJJliS=- Jlit^rZ/m. 7 Jl*—Jlit**sm. TJ15-—JI* 
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# ;W ^ ^ ^* J: t/4£$& T # ;VaK— ;H# 5> ft M I' M Itti £ 1 

20 -Msi^iii^acijiat u-cit jy^tci^^K 2 

, 7i-;k h y ?)i7tu* 5^;k 2, 2, 2 - h y yjv^ra jc^;k i, l, 

2, 2, 2-^>3?7;Woxf;K 6, 6, 6 - h V 7)1* V^**/JV S fcK 
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5i/V^fJK ^^^^k ^>7^^f;k 75;^^, 7^xf;v 
, N, N-^7W5;xf;K ^>^;l/«7^xf;K ^77* 
5 -r;l/Ji^;l/, tM!);x^, N — ?t # Is 7- JV fa— J]/ 7 ^ J xf ;K N-7-fe 
^;l/T ^ y ^ ^^K Ji-r— >>K 2 - 7°DA-jK 2-7°D M 2 

b^^^^.-K-^l/Oi^— ;K 7)V3rU^ ? P P x ^Dt, — ho, ^7^, 

tb*D^>, 7^, n, N-s/^^;i/T^ ^;^^h, #;w<3r 
$/, 7^>V, n^X ^nyn h^r-x 2- ( l -fn y 

^fS/^b^X 2-p< b^S^b^X 4, 4, 5, 5, 5 -'O* ^l^P-^ 
>b=¥X 2 - ^ ^ >^;l/7-r h ^r^>. 7xy^r->. ^XXH^^fX 4 

b=¥S"* ;fr3r-X ^ h*S/;fr;M<=-;M-3r$^ l-k'nij^K 3 

- b*0 3^>- 1 - H°P »J T-t^JlsT^S. N-T-t^^-N-y 5^;l/ 

15 y 5 y , N-y iS?>7,;i/^— ;i/7^ y , n - ^ ^ - N - ^ f ;i/7 5 

, 2 - b y yjvxuzL b^fiX^kK— ;k ^^-f^, N, N—>*y 
/^-r/k 2-f-7V'^>- ;k 2-*^'/y^-M 5-fb7 % /y;K * 
^>^;u^-r^;K 7^7 7^^^ N, n —>7 f M^7_7^A.--74:f - - 
20 >_ >*-f /k -^-N^r'F'D ^^^D 7 -ir ^>>k ^ ;k ^ U > Vit 

25 ;k i-^^7Dt';K 2 ^JV- 1 -^p kVk 1, l -V* ^JV^JV 
% ^V^k 1, l-^Vf^^ntVk 2, 2-^^/0^ l-y^ 
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5 fiiT^^Stltii, j^fHi&l -6©7^^»***«f 



io a) : ^ny>g?, -hps, ^>7ys> ;**ys, 

v^fciv^*;l/;^^;W^^S, m&ZftX^X*> X^^JV? t JVM- 

;i/^-^ri/^;i/^*^^, i^>^D7^-;i/S, fia'>^D7^= ^^-^r-> 
ffl^^D7^^-;^^'-;H> m®Lis2VTJV>r—)VJ])V7S—JV** 

\ T->;i/^^r->s. {&®.rjv*jv?*m. Ji)vi$*-ym, mm^nx^x^x^ 

25 Sfct£«»©|£T-B»3nT^T*,J:v\ ] 
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j] 7 )Vtf=. JVm. T^^^-r JIM, 7)V*)V7.)Vy ^( 
-AM. 7 )V*)\/7.)\'ib—)Vm. 7 to*)]/* JM^-i/m, 7 fy*)V=f-*^ 

10 - R 15 , —OR 15 , -SR 15 , -OCH 2 R ,! \ -SCH 2 R 15 R l5 «imffB 

m&-y?u7)v*)vm (»>^n7^;nii« fjjAi^oyvjif, <&m 

25 t«kv\ ] 

d) : - R l \ -OR 15 , -SR 15 , -OCH 2 R' 5 , - S C H 2 R 15 (j$r*J, R 1 
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, 2 -->7J 7V Y£M 4 -tfrtizfY 3 - 7t*V 2 -*JVft 

5 yy:c^;k 2 - VJ :n^;k 2-fcKn^i/if;k 3 - ^ h 3r:> 
k:°;k xH^^M'^Mf;K ^^P^PkVMfJK d/s^->;1/^ 
>>k 6 n^=^>;W\^:>;k 3 P^^rir — ^^ ^Jk 2-7xn;l/ 

i/^k 'O^k 2 -^y^v^ ^;k 7i^f;K 2 - ey ^;k 3 

- £° U Z/)V* 5^k 4 - t° »J iSjV* 5^k 2 - ^ J V )V* 5^;k 3-^yj;w 
10 ^;k 3 -^:n- ;^Dk>, ViKo^^^^^K t KD4i/xf;K 7 ^ ^ 
^-;k 7^y:n^;k n, N-^W5;xf;K #;k^>^ ^;k :x h 
3r->;*7;k-}<— ^;k ^;i/7 7 : &^^f^ #;i^^e-r ^;M£^iMf *b 

07^ i ~ smcD^v^ism^tfwWiLfzm&rji' 

7 ;i/ 3* 7;V*>^S*>l£i^L/c;t^»£v^ 0 jIflcftKfi, *h 

feWiTfr n^^ItUT^ j^ifc 1 ~ 6 © 7 ;i/ P 3r ->S*MP ff *b *13 . 
25 Sfev^o 

7 JV p 3f :> # )Vi£-)Vm tit, TJVn* ZsmtfffiS Ltzt) JV^-Jim £ V > o . 
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;k 2-yn^-;K l - ^ fJVxf-;K l-^-r— ;K 2 - y^— A\ 3- 
^r-^K 2-^f;V-2-^D^-/K 1 -^>^-;K 2 -^>^ — ;k 4 
-^>5^— ;k 3 - ^ 2 - l -^^r-tr— ;k 2 -^3r-fe^;k 

10 1 -^:/^^;k 2 -Ayf-iK 1 ;k 2-^-^-r— /k 1, 3- 

2-;*—M l, 3-y^-^x— ;k 2--r-tr-^* s #tf 

JVA=e^C - R 15 > -OR ,s , - S R - O C H 2 Jt ,s . - S CH,R \ 5 

LTte, 1 ~3<ffl©3S*g<&feW-t$^f}S«2~ 1 O^Sit 

25 . 2-ynk"-;K ;k 2-7>-;k 3-:/^-;k i 

;k 2-^>^— ;k 4-^>^^;k i ;k 6-^^;i/-i-^y 
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i -ypb:-;K i ^ns 0 ®i7;H-/Ht lilt 

jvm, - R IJ \ -OR 15 , -SR 15 , -OCH 2 R ,! \ -SCH 2 R 15 

R i5 (iBu8B^[si«T'^s 0 ) mtfmifbtiz. 

*b*K MtteM^lZ. Z/$u7?-)\,^ ->^d^>^;k ->^n^ 
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5 ;K y^-;K l-^^l/^ntVK 2 -y^;|/- 1 -^Dk^K l, l-^**- 
frx. l, l -s/* ^^yokVK 2, 2-^7f;vyDf;K 
l -**JV7?-M 2 -^^;i/^>^-;K 3, 3 

t mmr y as w- s m b ©a^tf <b ns . 

10 T -CO-R' 6 , -C S -R 16 T'^^tt^ 0 R 16 (£. zK^^> B 

^^ntv>tt» <tv^T;v=¥;i/«, igi^ti-c^-rt <ki^Tl>— S^SttT 
15 ;i/;*D7-tr^;k *>V-f;k ^7W;k -n^y-r^V, ^*&Si*J 

;k ^>^;k*7;w^^;k ( 3 - try t^v* #;w^^;i/^#^tf <bn 

25 So 
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5 

K, 7WU\ 2-y^;i/T^H\ ^^;i/T^y, 2 i -^n tf 

10 ;i/T ^ y , 2-hKD^^xf^7?y, 2-7?yif;l/757, *S*&)VT 

^DyviftLtn 7yii?, i&mm*. amm*. 3vmm?&mtf 

7;^l/>Si:ltlt m«MMi~i 0©ifi«*fe^« l/c7^u 

^uy, ^y$*=?-vy, ^=¥-9- **-i/>, ^y^y^i/>, ^-^^^^l/V. 

x^^^-U-v, *5=-;i/*^UV» zn^;i/^^l/>, 
lx>, 1, 1 -^^l/JC^-l/V, 1, 2-i/*^)VX-*Vl'. l-**JVhV 

*3-u>. 2-^f;i/b>;^f i/>, i, 1 hu ^ ^-u i, 2- 

25 ^7^Vh'J^f 1, 1/X 2, 2 - -^71/ h D 
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^h'J^fUV, 1, 2 h U * 1, 3-^x^Hs»J^^U 

V, 2, 2 -^x^^b >J *^-l/>*ffrtM£tf f>ti6. 
ffilft 7 U >m £ L X (i, 0!J tfj^ & IS 1 ~ 6 (D mm * L 7 ^ * 

5 

NUmcD^m^t Utii, j^JSl^nSS-SOfiUKS (T. W. Greene and P 
. G. M. Wuts, "Protective Groups in Organic Synthesis, 2nd Ed.," John Wi 
ley & Sons, Inc. pp.315-405 (1991)) **RTtE"(?£> S. 0!l*.J£, ;>< h 3r # ;V/}< 

- ;k 3L h * V t> ;WK— ;K tert-^h^ ;i//K~;K * > ->*;i/;t 3r :> # 

4, 5 - V \L K D - iH_-_-r '_^/— y v - 4 - ^i>v_ - 

20 tf^7^*>, ^M'JX ^^-^e;i/^u ^-tf^Vsfcy >- 1 -^=¥^ b\ ^ 
^-^e;i/^ >J >- l , l - K, l , 4 , 5 , 6 - -r b 5 K o fy ^>*> 

KP-2H-1, 3, 5 -OrttVTifl/. 4, 5-^'hFD-l, 1 3f 
y-1, 2, 4-^7^>*7 x y— ;K 5, 6 -i/M HD- 4 H- 1 , 1-^^rV 
25 -1, 2, 4-^7^*7^>. 2, 3-^KD-l, 1, 3-b'M^V-4 
H-l, 2, 4, 6-f7b'J7^*X 7"bV^>, 4, 5, 6, 7-fh7tK 
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sn^u-cw^ m7L&2frb emommm^. wtmm?&&zf/£frizffimm?* 

T 5 ^y'[l,5-a]T-^H 0 >, t: KD fcfD D[l,2-c]try ^ ;*^#t: 

HD-lH-tfU KCl,2-c]b'U ^ r^kKofy? K[l,6-a]7-b*t:'>, 

10 ^ t KO-lH-VfDO[l,2-c][l,3]^*T-lf fc'X T^tKnf'J KCl,2-c][l,3] 
->*TifVf>, 5, 6, 7, 7a-r b 7 t: K D-1H-H'D n [1, 2-c]^ 5 ^"/-^ 1,5,6,7, 
8,8a-^dritt KD-f ^ ^ VI 1 , 5-a] tf U 5, 6, 7, 8, 9, 9a-^dpi7- 1 K D-1H- 

-Y ^ ^V[l,5-a]T-if tT>, 3, 4, 4a, 5, 6, 7-^ #-9- 1: K D fcTD D[l,2-c]tf U ^ S> 
> s 4,4a,5,6,7,8-^^ri7-b h*P-3H-b'U K [1, 2-c] fcf D 5 3, 4, 4a, 5, 6, 7, 8 

15 , 9-^ # t: KDtf'J 5 K[l,6-a]T-tf 4, 5, 5a, 6, 7, 8-^3f+f- t: K D-3H-k:° 

DD[l,2-c][l,3] ^T-tftf>, 3,4,5,5a,6 f 7,8, t HDtry K[l,2-c][ 

1,3] i/TM^mtfmfblnh,, 

20 

kf^y^>, ^ti/'JS/'x ^w-mix ^-jd-^/i^u 

;i/*y >- 1 -;*3r>b\ ^-x^frfr v >- 1 , l-^^K, 1, 

2,4-f7^'7!/v ->*>-i, i-^^im Ymt^mib^h. 
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8&bi iM.2m^mmimmmmn^x^ A^kKD-iH-fDn[i 

-f ^ ^V*[l,5-a]7Hf fcf>, ^^^tFDU'DDCU-cjf^^X 
D-lH-fU K[l,2-c]t:*U ^>*X KPVfU 5 K[l,6-a]7-tf t°>, ;fr^# 

5 HD-lH-ePD[l f 2-c][l,3]^T"lftf>, -r^t: h*Dk°U KCl,2-c][l,3] S> 
7-b*kl e >, 5,6,7,7a-Th7k KD-lH-f DD[l,2-c]-f 5 ^/-;K 1,5,6,7,8, 
8a-^#+l-k KD-f 5 *V[1.5-ajk?l> 5, 6, 7, 8, 9, 9a-^=¥it k KO-1H— f 

^ y^/[l,5-a]7-tf k°>, 3, 4, 4a, 5, 6,7-^-^ b* D f D D [ 1 , 2-c] tf U ^ 
. 4,4a,5,6,7,8-^#-b-k KD-3H-tf U H [1, 2-c] fcT V 5 3, 4, 4a, 5, 6, 7, 8, 9 

10 -*^#k: KDtfy ^ HCl,6-a]7-fe*k°>, 4,5,5a, 6, 7,8-^3r+fk: KD-3H-k?D 
n[l,2-c][l,3] ->*7-fcfkf>, 3, 4, 5, 5a, 6, 7, 8, 9-*^ #t: h'Df V K [1, 2-c][l, 

3] VT*£\£ym**mi btlZ. 

iz is v & s&s tmv *><D&mi h nz . 

15 

* liggl 2 tit i^T t, «k v ^mmm 3 ~ 8 <D ? a 7 jv^t vat^*^ f> ti6 . 

- 

20 ^D/^A ^/^D^X ->^D^.V^>. S/^D^+fV, S/i'OA^X 

i/^nynxx ^^oyf>. ->^D^>-r>x x >^D^3f-fe>, i/trw^"? 
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10 3*ift>ns. J&Stt2jai&£ ltd tb'^A^ #y*AJfi, j&;i/$"?AtfL 

20 

. J&P&#©fc©©J£#i:l/Tl£, mz.it. &ffl* xy-tJl'M. %m. Mfc&K 

25 mm. mm. ^nyz?m£izi*mMm%z&mtfb*i. ^p^-^©^©©^ 
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^(D&mzm^-zmmzn. i^snsaisoii^ mm. m^m. 

i*, mtk. fom. &mm^&^xm*z>tf. mmtmA^MLx^mm 

^^(Dm^J^MtLX. 1 H*fcU#l 1 *>S> 2 0 0 Omg. ^^L/<lil 0 
[1] 

NR 112 R 113 

Ax-NH 2 + NC-NR 112 R 113 Ax-N=( 

1-1 1-2 1-3 NH2 

R n \ fciOT 13 f±#*&3:L-C, tK^M^. 7j<|^ -hoS. ->7y 
gg!£nTi>-Ct> <£v>7^ ^1, t^^tiT^Ttii^k KP^r^75 y 

NHg©<$ffig, -R 8 , -OR 8 , -C0 2 R 9 , -SR 10 , -S0-R' 0 , -S0 2 -R ,0 % -(CO)SR 10 , - 
(CS)0R ,0 *^(i-CS 2 R ,0 (^^, R 8 , R»&£tfR 10 teMU}immX3bZ o £ 
fc, R ,I2 *J J:OT 13 te, -MC^oT. _^-$-^rT-V.>rjfe.J:.^^; 

mmmmmmm*Bf&isXt,£\,\ ^ -. -NR ,i2 R ,,3 ii, ^ : -n=ccnr 43 r 44 )n 

20 H 2 ^/c(i-NHC(NR 43 R 44 )=NH(^«^ > R« fc > £ tfR 44 (i|irffi t |WJ«T**S. )T*St£;ft6 
Sfc^tt/Tfc «fcv\, Ax{£E-G-A(R 5 )-£^tU A, E x G. R s & & tfrl£MM£fflmX 
$>Z. ] 

25 IfST, ^Stt»j«**/c»±»tJS»T% ELJfcWLmi5~l30'CX'&.1fci<'&ZZ.£lZ 
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to. u< {ii.o~i.2^a*^tf hto& a 

5 MWcj-hVyj*, 8tm#VV&. y^OAT^K, th'J«7A7U\ #U*A 
7*5=-;l/'J ^^A, sec-7"^;l/U ^^A. tert-7*^;l/ y ^ O A, y^-o 

A ^7 P 'J K , tert-^^Y^^^A^P'j ^- b V O A p< h *ci/ b\ 77 >J 
OA^ b=^> K, 7^^-)A^h^i/K, -TV 'J 0A:nb3r->K, ^ij>)Ax 
10 h4ff 7^^>^Axl*^>K, y ^^Atert-y h^^> b\ -^b'JOAter 
t--7*b^r->K. 77 'J OAtert-7 K##^(f fctl, # £ L < fcfczKJMb y 

OA, zKlSHb-T-b y OA, WJ-7A, Uf7A7U', thy^A75 K , 
y ^OAtert-y h3r->h\ 77 y O A Xert-Zf h =^> K3P**3Mf <b*l& 0 TVVn^ 

T(i, 7j<^^by^0A, zKiNb^ h y oa, y^-OAT^K. tM;^75H 
20 iiiitit ;w*m^* s 3Mf £>n, $?£u<(* 

ttSK. «EK. y>®L ^bT^^-OA, H«Lfb*-*>, E3J^b^>, ~^b 

25 Uv^gjli: ltd iAl^fWA7 5K, ^f;l/7th75 K 

, fb7tKD77X 7th-h'J;k tert-;7*# y -;k 8Mb* 
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5 n<t ug^ts^fT^ c t t>x*%&. z^m^m^-im^umm^n. T.w.Gre 

ene and P.G.M.Wuts, "Protective Groups in Organic Synthesis", 2nd Ed. , J 
ohn Wiley and Sons, inc., New York( 1991), p. 315-362) (Zl^o ~Cft 5 - £ 

jgCiitfiJA^ h^fS^-H/JK— ;K xh^pi/^M^K tert-:/ b *i/Jl)\/ 

5£l-3T*^£;n£{b^*<£>NHSK*f U FirSCiU, -M&T^y 
R. C. Larock, "Comprehensive Organic Transformations" 
15 , VCH Publishers, Inc., p. 397-398, 401-402(1989), £ /c i£T. W. Greene and P 
.G.M.Wuts, "Protective Groups in Organic Synthesis", 2nd Ed., John Wiley 
and Sons, inc., p. 315-362(1991) ) iZftw tzte{%mm*m\-r 6 C 



20 [2] 



SR 120 NR 112 R 113 

Ax-N>-< + HNR 112 R 113 Ax-Nfc< 

' MB 114 „ / MR 114 

R m NR 2-2 R 111 

2-1 2-3 
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A^^jvm. m^tix^x^^^^jiyr^^jvm. mmorngM. -r\ -or 

\ -C0 2 R\ -SR'°, -S0-R'\ -S0 2 -R I( \ -(C0)SR ,( \ -(CS)0R ,0 £ /c (i-CS 2 R ,0 (^^> R 8 
5 «fci\ Ax, R 112 , R ,]3 fcJ:t>'2ocD^(iBtjgai:|H]«T^S 0 ] 

, ^iT-h'JOA, ^^7j<^^-b U OA, l,8->*Tifkf->^ D [5.4.0] 0>tM?- 

15 % sj^Maif'j^u, tfmibnz>..mm£\sT:&. m&\*. 7K y^h-hvjv 

^^A7^ Kf©7 5 KM ; ^x^l/a:— tert-^^ 1 ^^ -r7k 

^>*£>m<Dj£mmm4k*mm. ; mtt^-vis. ^uu^^j^. mt&itmm. i, 
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X 

_,<, NR 114 HNR 112 R 113 
SR 120 /^ R 2-11 2-2 NR 112 R 113 

Ax-N^ *~ Ax-Nj^ 

R1 <, NR 114 ^ S (0)R 120 R 1<1 NR 114 

2-1 ^ Ax-N^{ 2-3 

R1 <1 NR 114 

2-12 

xfi. ^iji?^ nisiic^ svmm^zmis. ax, r'» % r"\ r u3 , r" 
^2-3x^2 -ft £*4. &2-ii£fzizi&2-\2T*7Fztiz4k'ei<®£T $ >mm 

5 #: (2-2) frh. ±.mum.0y-ftm~& 'JlitSw^X^S. 5$2-ll<7>fb-^ 

(i. ^^p©^^ct u^2-i^$n^^^*^^^-eg-^> 0 ^j*.i4, 

&„ 5$2-12£>4b^(4. aa«:»^b*iJ, ^^U<lim-^DDi$,|fi 

10 £18^5;: £KJ: y«ifT?**. 

+ N 111 N 114 CI 

Ax-NH2 + CI— C ™- Ax-N=«( 

bl C ' N 111 N 114 

1-1 2-13 2-14 

[5£i*>, Ax. R ,u fc i tfR ,l4 f4mSB.£ 1ILC*5* J_ 

~5$2-l UZttfo-fZ j$2-14(4&ftl© (0!IA(4, Angew.Chem. internat. Edi t. 12, 
15 806(1973)) fcfl£v\ iU-1 £ ^'W ^ - V (5$2-13) 

20 W^T5 yS©^«»j*fcBiai^LT, ««l**fei4»»S%»A-r*c:i:t,T't 
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S 5/ S SR 120 

Ax-NHR 12 J ^ Ax-N-( ^ Ax-N-^ Ax-N-f Ax-N=r< 

2-4 R 121 NHC(0)R 122 R 121 NH 2 NR 112 R 113 'MR 114 

2-5 2-6 2-7 2-1 

[5£«tu R ,22 (;Mg*#7;V#;l/«£/ct£7l>-^»£^U R 12, (i^K^^?, 

til^^Tt-f/HI, NHg©fi*«2k -R 8 > -OR 8 . -C0 2 R 9 , -SR 10 , -SO-R 10 . -S 
0 2 -R ,( \ -(CO)SR 10 , -(CS)OR 10 ^/c(i-CS 2 R ,0 (^4'. R 8 . R 9 fc J: OWifufS £. IUg§T* 
)£Sfr. Ax, R"\ R" 2 V R 113 , R»\ R 120 fe<tt>*2 0©fi£g§W£iuiB i: PI^T* 

10 £>£o ] 

, 4#WHS63-152368)£ftv\ ^ : R 122 C(0)N=C=S-C|t£ 4a£ 7 >>;W V 

Sfevvr % ^2-6^li2-7T'*3;h^b^&K*|-U ^©s-7;V4;Wbi£(#!l*- 
HI^IlFfS9847880^-){::$V\ X-R 120 (Xf£yN D y % ffc/B $ i±T 3*2-1 

20 -C* £ *16 >fb^ & JSifi-T 5 d **T- £ S . 

o£2-lT-^£;H§4b1^f£, &*0©#8j£fl£u\ J^TC^t^t't^tS^ 
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,120 



AX-NH 2 



Ax-NCS 



H /? 
Ax-N— \ 



114 




Ax-N=< 



,SR 



120 




SR 



120 



[5$^ Ax, R n \ R" 2 , R 113 , R"\ R l20 *$£Xf2'?(DmmiZmm}immT'$>Z. 



5 ^-l-em-SftZit&tylZ. &%HDl5&;^Vti<\ ^T^^-t^T'^^-T^ C 

10 ^-lOtfMb-^li, ^»^T. -^bj^^i:X-R ,20 (X(i^D^>iE?)$:SJ^^ 

UT(i, zK^k^hU^A, 7j<SHb#y ^A. b'jx^i/jry, eu->*>, l, 
8-:>*71f fc'^n [5.4.0] ?>^r-tr-7-:i:> , zKfSHb^MJ^A. *3?Hb;*7 V ^ A 

; M^fUX ^dd^a, Qttfkft*. l. 
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[3] 

5 

NR 130 NR 130 

Ax-NHR 121 + R 120 S— ( Ax-N^( 

2-4 NR 131 R 132 ^121 NR 131 R 132 

3-1 3-2 

[5£*, R ,3 °, R ,3, feJ:t/R 132 (i^^3tej7:U-C. 2KlJ&JEC^ - h Dl, 

io )vm. mim<D&m^ -r\ -or 8 , -co 2 r 9 . -sr 1( \ -so-r ,( \ -so 2 -r ,( \ -(co)sr 

,0 , -(CS)0R ,0 ^/c(i-CS 2 R ,0 (^i4i, R 8 , R 9 feJ:a'R 10 (*Stjiai:|Hl«T'*)<5. 

. R l3c \ R 13, £?££>*R 132 &, I©5*)©ftl©2o^LT, ^fSUgC? 

. _ NRl 3i R i 32{i ^ : _N=C(NR 43 R 44 )NH 2 ^^{i-NHC(NR 43 R 44 )=NH(^*, R 43 *J «k £>*R 44 l± 
15 Baga^IWI«-C^>^ 0 )fg$*i«l%*bttJ:v\ Ax, R ,20 fc «fc OT 21 tela IB £ 

mm^mi-h^^A, l,8-^*71ftf^D[5.4.0]^>xir-7-:i:>, MJji^I/ 
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-;K ^ y yo/V ®7iV3-/H ; f M/1/A7 

KD77>, l,4-y^-^r-^>#©3i— -r-;WH ; ^>if>, h;i"X>, ^dd^> 

vymnmrnrnmitfrmm ■, i&4t*?-uis, ^dp^m, ra^b^a*, i,2->* 

5$3-2<3!>>fb-&^Kfc^T, R 12 \ R 13< \ R ,3, *7c(iR 132 ^NHS©^ST**)^>^ 



[4] 



NS0 2 R 140 



Ax-NHR 121 — *► Ax-N-^ 

R Cnsor-o hnr-r- r-nr-r- 

/ =NS °2 R 4-2 4-3 



a 142 
R 4-1 



"C 5$ * r ~R 140 t± S SI $ tl T V > T t, <fc V ^ T ^ # JVM s a^^tlT^Tt.^V^T;^^ 

-;l/S*/c(ig^l$nTv^Tt,«J:v^§^^««:^i-. R ,4 \ R u2 &3-*&:& 
UT^ny>lf|/:li^f;WS^^t. Ax. R"\ R" 3 ^ t J;OT 21 (iMIBi: 
|5]iiT*&£ 0 ] 
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(£\ Chem. Ber., 99, 2900(1966)) £ *RJfo£ it, 3^T5S4-2T'^t£ ft& T ^ > 

& ia x x Rfc £ & z t iz j: y , ^4-3T*a $ nztemMit'S 1 ® * m m-t z> z £ 

A^'tS. ijSfcltli 011*. fi, 7-tr b-h ; ->*x^;l/ji— tert- 

3S4-3©tf;£l|&fc:*JV>T, R"\ R U3 ^/c^R I2I ^NHS©^ST'^>-5^^^<i. 

T.W.Greene and P. G.M.Wuts, "Protective Groups in Orga 
15 nic Synthesis", 2nd Ed., John Wiley and Sons, inc., p. 379-385(1991)) 
V \ -S0 2 R 140 T'^ £ to h SOflftilt fc^^fcT-tS. 



20 



Ax-N=< 




R 
20-2 



,114 



Ax, Rill, R114, *J «k tfR120f£fl5gE mmx$> & . ] 
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20-2T*«**l6*»^k^«I%»3ii--6C fc^-etfi. SJS»S»»Jfc UTiitfiJ*. 
D^A, l,8-->*X1f t'->^P [5.4.0] ^V-x-t -7-31 h'Jxf;l/7?X kT'J 

©7U'S; W;n-f;K tert-^^;V^ ^wn— r-;k f b 7 1: K o 7 
mmmik*mm ; i&4b**u>. ^ddma, Ea^bJ^^, 
15 th-h'J;K 7th-h'j;i'-fh7tKn77>l^ > 7 ;m 

^20-2CD^b-&^{3feV>-C, Rlll^/c(iR114^NH^(D^»-e*>S^^(I(i, 

^20-2T'^$tlS'fb^^*^NH^^^Jf JftMK £-9 ; JtHE®.-^ 

±fa^^^fc x ^s^i-ifc<it>'^2-4T'^^tt^j^^b^^(i^tii^^^n>(b^ 

ttT?*S*\ &L<l±&to(Dl3m~&0mmr'§[Z4b£®lX'&V. MX. lis TSB 
®^tw J: USlirracifc 
25 (1) 3-7^^Vf7V-^©iS 

3-7 ^y-fy f7^-;H5-3)lt JKT©^CJ:oT!ljit't6. 
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E-G R 5 E-G R 5 E-G R 5 

S^V-OR 150 / VNHR 121 ^ ^-NHR 121 

HN HN N 

5-1 5-2 5-3 

[5$^ R I50 <±<B»7;W#;H6«:*U, E, G, R 5 & J; U*R ,21 f£iufB 2: HUT?**. 

] 

Ber. , 96, 944(1963)) Kfto TlfS^t, K-fbW^BH^*^* w fc"C\ gi3*J<7)3- 
T ^ -/-f V ^7^(5-3) ^iS5t-TSC J:^T't5. 

E-G R 5 E-G R 5 E-G R 5 

5-4 HN HN 

5-5 5-1 

-152368) T-ttSft T- £ h- h U Mfc^«J(5-4)«:JBC**£ L, &*O©#?£(0!l*. if 
, Org. Syn. Col. Vol. II, 284(1943))f3^oT, 5& : R ,50 0H-e^i2 *lh 7 

15 Chem. Ber., 96, 944(1963) ) IZ$£\<\ ^bzK^T'Ma-TS - £ iZ «t U ggji 

E-G R 5 E-G R 5 E-G R 5 E-G R 5 E-G R 5 E-G R 5 

O 2"5=S~*" s~5=NoTT 1~5=NR 151 sT^-NHR 151 aT^-NHa 

5 1 1 S S S N N 

5-12 5-13 5-14 5-15 5-16 

[5$4», R ,5I tt7S'>hiSfc*U E, Gfc «fc OTfiMIE^ |hJST-£S 0 ] 
20 SOSfcLT, 5$5-llT*3t£;ftS^Mfc^S:Iimi:U &»©3ri£'(0!i*.tf, T 
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etrahedron Lett., 34. 7231 (1993)) Clfifco T3H-1, > (3H-1 

,2-dithiole-3-thione)S£#(5-12)fc ZtettHDlifei 

Liebigs Ann. Chera. , 1977 , 20)Cfl£l\ g &)(D3-T ^ J -Y V ^7 V— 
;K5-15)%K3gi"S^ fc**T*#S. dflWy^V— ;K5-15)tt, fSKliU, 
5 — J&fl*J&flJ£7S';Wfc;i£(T.W. Greene and P. G.M.Wuts, "Protective Groups in Or 
ganic Synthesis", 2nd Ed., John Wiley and Sons, inc., p. 349-356(1991) ) (r 

(2) s-T^y^y^rv-^olS 

10 




[j£4>, E, Gfci;t/R 5 (iB!jlHi:|Bl«T'*^. ] 

5-7^-fV^7 4 /-;H6-4)(t ^*lg#:^*^^IO^(^J^(^ 
63-152368)T*jttjST-#«^r b-h U >Wt^«K6-l U f^75 K (6-3) 
15 ^^*-T€»^^10^?*(#!l^^ !|fli§Bg60-13749)Ctj£v\ bill's C £ **T* £ 3 

/& < > — jtgB & J&?S_C#J «... JLa-tri . tzky e-t ai . , J'GGffij>refeeB-siw_:He.t«. - - - 

rocyclic Chemistry vol.6", p. 166-173(1984)) ClfifcoT Mia "t* -5 d £ t>T*#-5 

o 

20 

(3) 3-7 5;-l,2,4-f7^7y-;V©i?i 
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S Ac— NH Hi f s A_ NHz 

7-1 7-2 7 . 3 

7-4 

3-7^ ;-l,2,4-f7^7 , /-;K7-4)li, *na#&»*>&»©#i*T-S$gT- 
§'S5 L ^-0-Kx7.-r;K7-l)'feJS^i: U -tiCT-fe ^;l/i/T-^>(7-2) 

^(MAIl Liebigs Ann. Chem. , 1975 , 1961) JgjtT'g'S. */c, 7 

•fe ^ ^7 - ^ > (7-2) <Dftt> V&mW:&<D#T — i?>*m^& ($1 A Ch 
em. Ber. 89, 1033 ( 1956) ) ^J3T* # 3 0 

10 (4) 5-7^y-l,2,4-f7^7V*-^©ij£ 



E-G E-G E-G E-G E-G 

CONH2 »- y-OR 180 ^-NHR 121 />— NHR 121 V-N 

8.-, R 180 2 SO 4 HN HN X-N N v >— NHR 121 

„_ 8-3 8-4 8-5 S 

8-2 8-6 

15 5-T^ y -1, 2, 4-f 7 ^>'7 V-/K8-6) lifelT©^ i o T^jg 1 6 d ttfX' 

ifi£15~200lC-C£j&3i±/::fe, *fqMlILT^8-3T'^£;n.5'fb-£-^ : M#<g> d h 
a*T*£<5. ^7^^;VKSSfcL,TI^>7^if^^Uv\ 5£8-3T*Sf 
*^%l(i^Stt3&»*, £i£iSjg0~100 o CT\ JfifbT ^fi5£ : 

20 H 2 NR 121 -C^$tl§7^ ^fctfUB^-tfSd £T\ 7 5 ->*>(8-4) d t £ 

CI <D 7 ^ S> > (8-4) % 5£8-5"Oii $ *m&-tZ>'£%Q<DjjmmX&. Bu 1 
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1. Chera. Soc. Jpn. , 46, 1765(1973); Chem. Ber. , 93, 397(1960); Chem. Ber 
., 87, 57(1954)) CtJEV\ @ A*J£>5-7 5 J -1, 2, V*-;K8-6) fcSjg-T 

j£frpgf>n£&©T'(£&<, — Jttft&£j3cft(0!l*.&, A. R. Katritzky et al., 
5 "Comprehensive Heterocyclic Chemistry vol.6", p. 492-508(1984)) C^ot 



(5) 2-75 ^-1,3,4-f 7'>*7i/-^Ot!j£ 

2-7^-1,3, 4-^7 ->'7 l/— ;W±JB*"F©2rffifc <fc otHlf 6 d a*T* £ 5 , 



10 



H 9 N E_G 



E-G v 2 v_„ ^ \-S 

CORl9 ° + H*HlT iT^-NH, 

15 #!j;U£. f#^Bg58-135873; J. Pharm. Soc. Jpn., 72, 1536(1952)) 5 1 
-b 5 # s; K (9-2) £ £ itS^ilCt'J, e 6*J<£> 2-7 5 J -1 , 3, 4-^ 7 S> 

7 y-;K9-3) zmm.^-z zh&x*-&_& — 



E-G E-G S E_G \ e 

>-NHNH 2 + PhCONCS V- NHNH — \ *- IT S \ llu 

° 9-11 9-12 ° 9 . 13 NHC ° Ph 

" "*" 9-3 

ratU ^?£44^#;*, &£MjgO~80°CT% ^V^>>7>t^>^;K9- 
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(9-13)^S^S50~100 o C-C\ ifC'MatSChHJ: U, IW-T^-l, 




22X* m$ ft Zlb&M^mnt U &*D<&2fi*(0!l*.fc£, Chem. Ber. , 98, 1359(19 
10 65))C^vn@^©2-T^ y -1, 3,4-^7:^7 *y—M9-3)fc»3fi-f £j&*T*£<5 
. ±IB^^b/cl > 3,4-^7->'7V-;V©^^li. iamU/c^}£^PS^tl€»t, 
<£>-ef±&<. — $M ($1*J£, A. R. Katritzky et al., "Coraprehensiv 
e Heterocyclic Chemistry vol.6", p. 568-575(1984)) d h t> 

15 

(6) 3-7^ J MvV—frtDmSk 



E-G R 5 in \ ( 

M + H 2 NNHR ,O^NH 2 

° CN 10-2 N ifl 
10-1 R 

10-3 

E. G, R 5 fcJ:t/R ,0 (^gS£l*Ji§-C£>£ o ] 
20 2-7^ y kT7 !/— ^»3»#(10-3) ii, f niM»l*^a©JS(fi!I^H 4# 
^0363-152368; Tetrahedron, 53, 1729(1997)) C J; U $83tT- # 6 ^>7 ^ ^ h >( 



WO 01/05774 



T/JP00/04616 



12-l)fcfc ^yi/>mmmiO-2)H^. te%HDl5&(mZ.l£. Tetrahedron, 52, 7 
893(1996))Cfi£v\ ^TStt^*. £^^15~120°CT*&/&£-y:3 d £ IZ 4 0 

. Katritzky et al., "Comprehensive Heterocyclic Chemistry vol.5", p. 273- 
291(1984))H^oT^3i-r-5Cl ttt'tS. 

(7) 2-7 5 J-\,ZA-**WTV-)V(Dmm 



2-75 7-1,3,4-^^^^7^(11-4)11 ^tlg^^a^^PO^T*^ 
3tT't35$ll-l<7Mb^£iim£ U &&©;£r?£(0!J;U4, JlU*S1#i*£52668-% 
15 [Chem. Abs. , 68, 68996p(1968)]) f~fi£v\ J^Utf J i/T >(H-2) fc^JBSit*: 
tic^tsctt', §SBi-fSd ^li^T^tsn-Mb^i: Ltli 

^p^i/ 7>#|J/V \ - 

±12 \z ^ L 1 , 3, 4-^ T ->*T V- ;l/©£-#c& 14, ffitt U £ KB 5> *i£ © 

T*(4^<, — $£fl*J ($i Ail A. R. Katritzky et al., "Comprehensive 
20 Heterocyclic Chemistry vol.6", p. 440-445(1 984) )tCfi£oTi«Ja "3" <5 d £ t<"0 
§6. 



10 



^ — NHNH 2 + XCN 
3 11-1 11-2 



V-NHNHCN 
° 11-3 




(8) 3-7^-l,2,4-h'J7!/-;V©^ 
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E-G H 2 N E_G \ 

\ OR 220 + >=NH ir*i 

<f ° R H 2 NHN N. N >-NH 2 

12-1 12-2 H 

12-3 

J -1,2,4- h V 7 )f- JVnm-i* (12-3) It. 'AfQiDlj&m J. Med. Ch 

em., 41, 2985(1998)) J^^"rA(\2-l) £ 7 ^ J tfT=-V^ (12-2) £ 

±^»^ftT, ^^tt^^*T\ S^^15~110°CT'^^i±€»Cl Um?t 



E-G SR 221 E-G NH E_G \ 

>-NHNH 2 + X NHR12 , — - ^ NHNH ^ — ^ »~N 

O Qi1 HN NHR O NHR N 'm-^"~ 

9-11 12-11 12-12 fj 



NHR 121 



12-13 

S!li££UT, :&£nc7)#i£ J. Med. Chem. , 28, 1628(1985)) 

t->jv\z K7^>(9-ii)i:s-7^^;K y i/7S§##( 12-11) t zm-gz 



E-G 

E _ G E _ G v 

>=NH )=N \\__mh 

HCI r1 q 



12-14 12-15 12-16 

[e, g, r 10 & i OT 80 tei^-f itu la i: nmx-h & . ] 
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%mtLX, ^(D^m (mx.lt, J. Org. Chem. 39, 1522(1974)) iZft\<\ 

i& £ 7 i- 5 K «: 4> , M*> 50°C -CS jfi * i± & C i: £ <fc U % & Z. t. 

5 b ^^145§«E4«, 0°C^ fcteJl^S&&©8MC-effi& t: K 7 

^6: fcT*@ 6*10)3-7 5 2, 4- h 'J 7 ^Kit S ^ i: * S T* 

— $£fi*J ($J;1<^ A. R. Katritzky et al., "Comprehensive Hete 
10 rocyclic Chemistry vol.5", p. 761-784(1984)) Kfto-CSUtrf * C £ =fe T'# <5 

o 

15 o) 2-75 > try 7^>'x v^i/xDgim 

+ X N X _^ E-G N X E-G N NH 2 

ZnBr + Xj \J iy 

16-1 16-2 16-5 16-8 

E-G + X Y N y X ^ E - G vV X ^ E-G^N NH 2 

-— - - SnBil - -X— n -U^N - 

16-1 16-3 16-6 16-9 



E-G 

ZnBr 



X^N X E-G N X E-G N NH 2 

* XJ — - XJ — - XJ 



N N N 

16-1 16-4 16-7 16-10 

If ^9426715^-) IZ'&\,\ 16-lT*ft£ ftZlbSVa 1 2, U ^'>(16-2). 2 
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,6-»Dfi; 5^X16-3), 2,6-^Dfc°^>(16-4)£,^^AM$« (ffll 
f h 7 ^ h 'J 7 x ^ ;l/ * 7. 7 -f > ^ 7 ^ -7 A ) % ffl l^T 77 y ^ V > ^ U 
% **l-?*U6-5, 16-6. 16-7T-3t$n&>fb^£ 7 — 7 

@a*JCD2-T^ y H'y ^>(16-8), 75->*>(16-9), f^>*>(16- 
5 I0)»3^fc«it1-Sc: -5. 

[6] 3- ify —V j -f V- )\/(Dm& 




[5$*, E, G % R 1 , R 2 , R 3 , R\ R 5 feJ:t/2o©^(iSfrlB^ilI«T'*)<5 0 ] 

##SBJ©3-^7-->V--f yf7v*- ;Ki3-2)te, ^TO^i:ioT^)lT'§s 
15 -20~80°CT*3 ?m£ttlZmm*£.Jfo-2 J &Z>Z. i:K«fc 'iiit^Ci^'T^S, 

?A. j^ith'J9A, M^zK^^-hU ^A, 7j<^b77U^A, #gfc#y*A, 
20 l,8—>'7if h*->^P [5.4.0] £ >-r-ir-7-x.> % h U :n^;i/7 ^ kf * 
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15 



E-G R 5 E-G R 5 



^~VoR 150 NR 2 R 3 s^Vn-^" 

HN HNy< HN r'i NR 4 

5-1 r'i 13-1 

13-3 



2 R 3 



[5£#, E, G, R\ R\ R 3 , R\ R 5 > R l50 fe<fc O* 2 oO^iifuIHi: 

] 

C «k USSiSi-SC t^'ftS. MtLtlt zK/r-b h- h U;l/ ; * 

7th*D77>, 1,4— >*>a-^r -9- >#©x— ; b;l/jc> % fun 

io ^>^>m<D^mmmtefcmm;m\:*if-u>, ^dd^k ra&fbigx, i, 

2->-^ ddx^ >#(d^^^tk^^, * & tic n <b ©«-&*JK^**# tf h ft 



[7] — ^-1,2, 4-^7^*7 ^-^©SlSc 



E-G NR 2 R 3 _ E-G_ ;. ._. :.NH?af E zr^3 

y*ft — />-nK 4 >v N / NR R 

HN R 'i NR X-N R 'i NR N ^s^ 7\.r,4 

R « S R 'i MR 4 

14-1 14-2 14-3 

[5£4», E, G. X, R', R 2 , R 3 , R 4 &£Zf2^(Dffi.m&Mm}imm'e$>Z> c ] 
#||HJ<D5-^7-^V-l,2, 4-^7^*7^-^14-3) t±MT©#?£K J: oTggii 

20 S0~30°C T'^ D y Wb«SU £ JB £i±T^l4-2"CiS £ ;ft £ 4b^$fcl £ 6 CI £: ** 
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^nyvftSMrOfcL-Cte, ^Miltb'^A, ^iith'J^A^ff^ 
uv\ 5£i4-2T'3t£n&-fb^^ SJ&iSjgo~30 0 c-c^>j-->y 

£ fPUl £ it 3 31 £ T* g 6*J©5-^7 - ^>V -1 , 2, 4-^7 ->*T V*-;V (14-3) £ 



E, G, R\ R 2 , R\ R\ R'^ctt^^oO^fiBtfgH^lHlttT'^S. ] 

M?0~100°CT\ iU3-3T'Si2;H£^*7 — ^'V^t^ffl^tS: £T\ BB*J 
©75^>(14-l)£M^1-SC^T*§-& 0 CCT% »^Lv«tUt(l y 

(^"Protective Groups in Organic Synthesis", 2nd Ed. (T. W. Greene and P. 
G. M. Wuts, John Wiley and Sons, inc., p 175-223(1991)) (r|S«4©#@fD^ 



E-G 



HN 




E-G NR 2 R 3 

>~ N K 4 
HN R 'i NR 

14-1 
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; l,3-^4r-9->*fct*1.3-^^V ^ >#©J|M*7 i? * ; l,3->'^7># 



HO^Ar^ 15-2 Ar* Ar^ 

T Br T Br 

O O 
15-1 15-3 

Ar 2 Ar 1 Ar 2 Ar 1 ° R 123 R 124 

T — T C ° 2H — 

15-4 15-5 15-7 

\ / 

Ar^Ar^COaR 150 

T 
o 

5 15-6 

c^(fj > Ar'ti, ^muc^ t&mm*, svmm?. -hns. *;i^;H£, 7 

-tr^l^ ->7y*. -R 17 ( R I7 (imrlBi:|5l«T^S 0 ) , -OR 11 ( R ll (iMIH £ IU 
ST'&6 0 ) , -C0 2 R 29 ( R 29 (£i!uI2£|slf6T*&3„ ) ft <fc tf-CONR^R 31 ( R 30 *^ 
t/R 31 (iBtIIH^|lJ«T'^)-5. ) *>^^S^^P>ftit^5i(inS 1 ^?)4i©St' 

% 3*?.mm-3:.-x"- i-&^m^-t:mmx-$>^.- gr ,j _c ..8^^^^^ - 

S- -SO-, -S0 2 -T*ijig^UT^T£ «fcV\ R l23 fcit/R ,24 (^ $&3£ UT. *f?i 
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D'J K^jSC^It^DiJ KtbfeO*), aft07'J-f^7 7 h£l& ($1 
R.C.Larock, "Comprehensive Organic Transformations", VCH Publishers, 
5 Inc., p. 703-708(1989)) iU5-2T*at£ ^ >-tf RjttS $ i±, 

sovy^ji/mmw (5*15-3) ^^ts. «sv<»t\ ^©s/yywss ($J 

*J£, Synthstic Communication, 1997, 27, 1199. ) t:ifj£</\ i$15-4T*^t £ 4b 

n^?:nj5Ki/> z.n*mfoftM^xti)\'iszsn (^15-5) *^ts„ nhizm 

V^T, »^on'^S!:^^\ i^PUKHlSU ^ftlCDArndt-Eist 
10 erta*^K^£ (^JA(i. R. C. Larock, "Comprehensive Organic Transformations", V 
CH Publishers, Inc. , p. 933(1989)) ^^V\ VT V* $ > t» U < ti h U ^ 
.^'J^T^^Vh^^SCtCJ:^ ;&M<>& (5^15-7, R 123 =R ,24 =H 
) L < (3515-6) ^SltSCt^T^^, &*Q©C-7;l/=¥ 

;WbSi: «k U, 5$ : X-R 123 , X-R ,24 t- U < (£X-R ,23 -R ,24 -X (XiiJ&fftliC^ JUgjg 
15 ^^^li3-7M?^^b> R ]23 , R ,24 t£iftga£|Bljg-T?&3 0 ) £J3i^T:n.Xir 
;V (5$15-6) iZ7JV*JVmitmALtz'&. i7sf;VS?:teW6^ti:ct'J 

Me : 

25 Et : J^3-)V 
Ph : 7i-;l/ 
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« 1 




NHR 



NH 2 



No. 



—NHR 



1-01 
1-02 
1-03 



— NHMe 



-N 
H 



.OH 



F 




Me 



„ N NHR 
N 'Q>-N=< 
\\ NH 2 



No. 



—NHR 



2-01 

2-02 
2-03 

2-04 
2-05 

2-06 



N S0 2 



— N" 
H 



_ N ^\^S0 2 NH 2 
H 

_ N x~^S0 2 NMe 2 
H 



_ N ^/S0 2 N Q 
H 



— N 
H 



/ \ 

.S0 2 N - NMe 



_ N ^v^S0 2 N S0 2 
H 




NRR' 
N>V— N=< 

He NH * 



No. 



-NRR' 



3-01 -N^N^— ° H 

3-02 — N^ Vj^COOH 

3-03 — N^ \ ^COOEt 

3-04 — N N^^ ^X>H 



094 /=\ /=\ Me 




NMe NRR* 

nP>-n=< 

N NH 2 



No. 



— NRR' 



4-01 — N N' 



4-02 — N N' 



4-03" — n' V 



.COOH 



,NMe 2 



;so 2 nh 2 - 



4-04 



-N S0 2 
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005 



me 



No. 



m 2 




HN — v 

N '0^ N=< ^> 

N RN — ' 




— R 



6-01 


— CH 2 CH 2 OH 


6-02 


— CH 2 CH 2 -t/ 


6-03 


— CH 2 CH 2 NH 2 


6-04 


— CH 2 CH 2 NHS0 2 Me 


6-05 


— CHgCOgH 


6-06 


— CH 2 CH 2 S0 2 NH 2 



ffil7 




N y 

NH 



No. 


— R 


No. 


— R 


5-01 


— CH 2 CH 2 OH 


7-01 


— CH 2 CH 2 V p 


5-02 


— CH 2 CH 2 -r/ \d 


7-02 


— CH 2 CH 2 S0 2 NH 2 


5-03 


— CH 2 CH 2 NH 2 






5-04 

5-05 
5-06 


— CH 2 CH 2 NHS0 2 Me 

— CH 2 C0 2 H 

— CH 2 CH 2 S0 2 NH 2 


ms 

O 


T 



No. 



— NRR r 



8-01 
8-02 



/ \ 

— NHCH 2 CH 2 *N O 



— NHCH 2 CH 2 S0 2 NH 2 




NRR' 



No. 
9-01 

9-02 



— NRR' 



-N 



— N NMe 
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m 3 



(5510 



No. 



10-01 



10-02 



10-03 



10-04 



=\ Me 




\=s O 



o 

n'0>-n=( 

N NHR 



—NHR 



_ N X^NH 2 
H 

XOOH 

H 




No. 



11-01 



11-02 



11-03 



11-04 



-NRR* 



-N 
Me 



O 

A^NH 2 



— N 
Me 



O 
Me 



NH 2 
COOH 



O |^0 
Me 



10-05 



10-06 



-NHS0 2 Me 

o 



11-05 



11-06 



-NMeS0 2 Me 
.OH 



-n't 

Me 111 



H 



72 



- 11-07 



Me U 



Mil 

1M02- 



10-08 



— NHCH 2 CH 2 NH 2 



11-08 



— NMeCH 2 CH 2 NH 2 



10-09 



— NHCH 2 CH 2 NMe 2 



11-09 



— N MeC H 2 C H 2 N Me 2 



10-10 



— NHCH 2 CH2S0 2 NH 2 



11-10 



— N MeC H 2 C H 2 S0 2 N H 2 
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m 4 



==v Me 




No. 



-Q 



No. 



-Q 



12-01 



12-02 



12-03 



12-04 



12-05 



12-06 



12-07 



12-08 



12-09 



NHMe 



-N=< 

NMe 2 

H 

HN^ 
— N=< Q 
HN- 



COOMe 

~ NH ^ SO 
Me Ph 

w 

-NH<\ > 
N-S0 2 

.O 

HN— 
— NH 

n-s'o 2 

Me O 
— NH-^ NMe 

n-s'o 2 

H 

-N=< X 
N -t>t) 2 

H 



— N=< V-OH 
HN — ' 



12-10 



12-11 



12-12 



12-13 



12-14 



12-15 



12-16 



12-17 



HN--, 
_N=< Vo 
HN — ' 

HN-> 
— N=< y — NH 2 

HN — ' 

HN— \ 
— N=( V- C0 2 H 

MM — ' 



HN 
HN 



niN — v 
— N=( )— 

MM ' 



NHSOgMe 



HN 

,o 



^N"^ NH 

-N^N^NH 2 
_ H 



O 



N NH 

— N N NHMe 
H 

Me. N ,Me NH 
-N^N^N^. 

H Oo 

.OvHaN/^^COaH 

N NH 

-N^N^N' 
H H 



WO 01/05774 



55 



T/JP00/04616 




WO 01/05774 



PCT/JP0O/04616 



56 



$116 Me 
E 



o 

N — ' 

n§)-n=< 

h NH 2 




No. 



16-01 Ph 



16-02 




16-04 



16-05 



ft|17 Me 
E 




o 

M f 



nO>-n=< 

Me NH * 



No. 



E— 



17-01 




17-02 


Q- 

SPh 


17-03 


^> 




PhSO 


17-04 


PhS o 2H Q^_ 



m 6 



0018 Me 



/— O 
)—0 N 
N NH 



No. 



E— 



18-01 



18-02 



Ph-^~^~" 
NOH 
Ph /=n 



MeON 




#019 



Me 



o 

N — ' 



N 'P>-N=< 
N NH, 



No. 



E— 



Ph /=\ 

9-01 

H 2 NN ^— ^ 



19-02 



19-03 



PhNHN 

Ph /=\ 



19-04 



S 
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m 7 



CIJ20 




«21 



No. 



20-01 



20-02 



20-03 



20-04 



20-05 



20-06 



20-07 



20-08 



— G— 



Me Me 
V 



Me Me 

V 



Me Me 
V 



-CH 2 - 



Me Me 



Me Me 



Me 



Me Me 
V 



—A— 




H 




Me 

¥- 

Vn 

V-NMe 




G-A— n=< 



o 

N — ' 



No. 



21-01 



21-02 



21-03 



21-04 



21-05 



21-06 



21-07 



21-08 



21-09 



21-10 



— G — 



Me Me 

V 



Me 
I 



Me Me 
V 



Me Me 
V 



-CH 2 - 



Me Me 
V 



-CH 2 - 



Me Me 
V 



Me 



Me Me 
V 



—A- 



N 

H 

H 




Me 

¥- 

H 

Vn 

7 — NMe 

_ i V 

NMe 
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m 8 



NMe 




No. 



22-01 



22-02 



22-03 



-22-04 



22-05 



22-06 



22-07 



22-08 



22-09 



22-10 



22-11 



22-12 



-G — 



Me 
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36-01 
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36-09 



36-10 
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40-05 
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10 



15 



& t k mmm «t tf^mm c «£ u bj * m m -t s **> bj & *» ^ «t u m 

THF: fh7t K077> 
DMSO : '>*^ ^-JVTsJV^^r^y K 
DMF : f;l/*^A7 5 K 
IPA : y \£A/T 
TFA : h y yjMuWfWt 
Et : 
Me : 

Bu-t : tert-Zf^-JV 

Bz : s< > y-r ;i/ 

Boc : tert-y h dr^>^7;V/-K— ;V 

N' - {3-Cl-(3-^ >'/>f^7x^) Ji 5=-;H-5— T Vf 7 y U >>V) -N-* ;l/ 



20 





'H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1 . 70(d, 3H, J=6. 6Hz), 3. 15(br. s, 3H), 3. 48(br. 
s, 4H) , 3. 70(br. s, 4H) , 4. 29(q, 1H, J=6. 6Hz), 6. 74(s, 1H), 7. 38-7. 52(ra, 4H) , 7. 56-7 
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.63(m, 2H),7.7(br.s, 1H), 7. 75-7. 80(m, 2H) , 9. 52(br. s, 1H) , 1 1. 55(br. s, 1H). 
7i^(3-{l-[5-(rh7H Kn-2(lH)-H°U Vr>T$ l±3zd-2±X 




3 -emttik'&w £ /a v\ mmm 1 5 » «t tmjfcM 6 1 rat* & 1*05 c «t u 

10 'H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1. 67(d, 3H, J=7. 2Hz), 1. 98(br. s, 2H), 3. 45(br. 
s, 4H) , 4. 27(q, 1H, J=7. 2Hz) , 6. 84(s, 1H) , 7. 36-7. 41 (in, 1H) , 7. 46-7. 65(m, 6H) , 7. 75 
-7.77(m, 2H), 7.91(br.s,2H), 11.44(br.s, 1H). 



mmm 3 

15 N'-{3-[l-(3-^>y-f;i/7x-^)xf;l/]-5-^yf7'/'J;W-N,N->Vf/l/-4- 
^k^U V^M^frWS KTJ K i&^l& 



N 




N 




* n=/ O 

5 TM*fc-fb£#J (4.00g)% i E^y >(40mL)K^Ji?U 100°CT*30^f^^ 
^7 DD^A-^DP^M/^ £ y -;l/=96/4)T*ffi^ U ^'T — S>>(3. 78g) % 
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U-t&m VT'Mt It @ fl*J%l(2. 95g) £t#7^ 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1. 72(d, 3H, J=7. 2Hz) , 3. 07(br. s, 6H) , 3. 54(br. 
s, 4H) , 3. 87(br. s, 4H) , 4. 37(q, 1H, J=7. 2Hz) , 6. 91 (s, 1H) , 7. 38-7. 54 (m, 4H) , 7. 56-7 
5 .64(m,2H),7.71(br. s, 1H),7. 76-7. 81 (m, 2H). 

mmm4 

N' -{5-Cl-(2-7;l/^ an. V - A^±JU2zLli l-**WTV 




^fH^SI^T, U f«)A75 K(199mg), h ;Wc>(5ml) «fc tftert-^ # y — ;K 
2.5g)©g^£80t;T-30#inmU 80°CT*^^ %30#jI^ U/c. fi&CIb, 
##^U6 T'M/cfb^^l(1.23g), h;Hcv(5ml), i/T J ^JVfr V >(486mg)*Jj: 
15 tftert-^^-Mlg^S^ttfciBTLfc. Z n&80lCT'3B$H;bq*&SL 5%A* 
zKfein*. ^nnMAiiiJU W«UP«r»ffi»«lU/c. M^SSK^od 

)OTSfl»(839mg)*#/c. 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.74(d, 3H, J=7.2Hz), 3.51-3.54(m, 4H), 3 
20 .72-3.75(m, 4H), 4.25(q, 1H, J=7.2Hz), 6.97(br-s, 2H), 7. 10-7. 18(m, 2H), 
7. 33-7. 46(m, 4H), 7.50-7. 53(m, 2H) 

IR(KBr)[cm-']: 3364, 3204, 2978, 2863, 1652, 1583, 1537, 1499, 1485, 145 
1, 1422, 1377, 1292, 1271, 1227, 1161, 1121 
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mmm 5 

N' -(5-{l-[3-(2-7x-;V-l,3-^jpV g >-2-^T )V) 7xnjl/]xf jl/}-1.3, 4- 



10 






15 



Me / — O 

o 

O N— 7 
. , , N. N=< 

S*3?BWF* U ^^AT5 K(459mg)t h;k3i>(15ml)©?i-a-^tc, 80°CT*t 
ert-y^y-;Kl.48g)© b;l/Oi>((5ml)^^^TU/cf^ MSI £30#31ft L 
tz B dti(C#^J7 T:1#/c'fb^(3.37g)fcJ:tl f ->Ty ^;V^'J >(1. 12g)£> Wl/ 
:n>(l5ml)^£40#*M7^r®TU 80^-0-58^^1//;:., tKZMX. ?UU 

(/7 0D^M/^ £ y-;l/=50/l M^-t^U S^(2.69g, fifeT^^??^ 

'H-NMR (270MHz, CDC1 3 ) 5 ppm: 1.68(d, 3H, J=7.3Hz), 3. 49-3. 52(m, 4H), 3 
.71-3.74(m, 4H), 4.04(s, 4H), 4. 20(q, 1H, J=7.3Hz), 6.95(br-s, 2H) f 7.23 
-7.36(m, 6H), 7. 48-7. 51 (m, 3H) 



mmM6 

N' -{5-[l-(3-^ >W )V2_ 3, 4-**WT ^-JV-Z-^t M-4- 



20 




NH 2 




o 

N — ' 



HCI 



O w NH 2 

5T*»/c^ftK2.53g)%TFA(10Bl)tw»*»L, 7j<(2ral) 
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48g)=M#7c 0 

5 'H-NMR (300MHz, CD30D) 5 ppm: 1. 71 (d, 3H, J=7.2Hz), 3.59-3.62(m, 4H), 3 
.68(m, 4H), 4.39(q, 1H, J=7.2Hz), 7. 51-7. 56(m, 3H), 7. 63-7. 71 (m, 3H), 7. 
76-7, 79 (m, 3H) 



10 N-^;H'-(5-{l-[3-(2-7i-^-l,3-^jp V7W^)7 ^=JV^±Jk 



15 



20 




Me 



SMe 



< N N^ N 



HN 



Me 



^mmmn.T. ##^TWc4fc^(2.94g)£THF(12ml)(;:^U ! 

40Xjx^;i/T5 >*»*(7. iig)fcin*., 80°c-e5Bf^^u, ^je^ISU/c 0 a 

igtib^vfeim^Tawsu. s«j^(2.83g, m&mfc)*w?t. 

'H-NMR (27.0MHz . CDC1 3 ) 8 j>pm: 1. 68_(d f 3H f J=7. 2Hz) ; 2. 96(d. 3H. J=5. 0Hz 



), 3.33-3.37(m, 4H), 3. 73-3. 76(m, 4H), 4.05(s, 4H), 4.21(q, 1H, J=7.2Hz) 
, 7. 16-7. 37 (m, 6H), 7. 48-7. 51 (m, 3H), 8.39(br-d, 1H, J=5. 0Hz) 



mmms 

N' -{5-[l-(3-^ )V7 Ji^;l/]-l, 3, 4-;* fr-fr^T !/~;l/-2-f ;H-N- 
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uri 



J H-NMR (300MHz, CD30D) 5 ppm: 1.70(d, 3H, J=7. 2Hz), 2. 78 (s, 3H), 3.40-3 
.36(m, 4H), 3.54-3.60(m, 4H), 4.37(q, 1H, J=7. 2Hz), 7.51-7.58(m, 3H), 7. 
62-7. 68 (m, 3H), 7. 76-7. 79 (m, 3H) 



10 



15 



N, N-->*P< ^;V-N' -(5-{l-[3-(2-7 x — JV-1, 3-^=fr V Z >~2— T 7 3i — 



Me 



Me 



\_7 — \_ SMe 




Me^ Kl .Me 
N 



<0 N kj> 



7 fcP3*3&&|Sflsfc:J: U @ 



'H-NMR (270MHz, CDC1 3 ) 5 ppm: 1.68(d, 3H, J=6. 9Hz), 2.76(s, 6H), 3.23-3 
.26(m, 4H), 3.65-3.68(m, 4H), 4.03(s, 4H), 4. 17(q, 1H, J=6. 9Hz), 7.24-7. 
36 (ra, 6H), 7.46-7.50(m, 3H) 



mmm 1 o 

N'-{5-Ci-(3-^> yV;^7x — ;i/)ji^;ui-i. 3,4-^- ;v-2— r ;W-N, 
20 n-->V ^;i/-4-^;t/yj-N u yt>)V#*i/-( 5 K7 5 K 
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O 



'H-NMR (300MHz, CD30D) 5 ppm: 1.75(d, 3H, J=7.2Hz), 2.96(s, 6H), 3.29-3 
.34(m, 4H), 3.56-3.63(m, 4H), 4.45(q, 1H, J=7.2Hz), 7.51-7.60(m, 3H), 7. 
5 64-7.72(ra, 3H), 7. 77-7. 81 (m, 3H) 

mmm 1 1 

N-(2-fc KD^->Ji^;l/)-N > -(5-{l-r3-(2-7 ji— JV-\,3—>"^r 3r V Z >-2--<;i/) 
^ x — >>!/ 1 31 * )V } - 1 . 3 . 4- 7t * V- is T )/— X/-2- d fr 3 -4- fE )V ^ U > ^7 ;V tK * */ ± 
10 §_KTj_K 



15 'H-NMR (270MHz, CDC1 3 ) 3 ppm: 1.69(d, 3H, J=7. 2Hz), 3. 31-3. 36(m, 2H), 3 
.43-3.46(m, 4H), 3. 71-3. 75(ra, 6H), 4.05(s, 4H), 4. 20(q, 1H, J=7.2Hz), 6. 
47-7. 47 (m, 1H), 7. 22-7. 38(m, 6H), 7.47-7.52(m, 3H) 




Me 

[ SMe 




mmm 1 2 

20 n' - {5-n-(3-^ y fry* =Jkl^±2kl±x 3. 4-*±lL¥Z V—fr-i-* ;H -w- 
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Me 

HN^-- OH 
VO J 

N ^-N^N-^ 



urn 



'H-NMR( 300MHz, CD30D) 5 1.70(d, 3H, J=7.2Hz), 3.25-3. 44(m, 6H), 3.51-3 
.63(m, 6H), 4.36(q, 1H, J=7.2Hz), 7. 51-7. 58(m, 3H), 7. 62-7. 71 (m, 3H), 7. 
77-7. 79(m, 3H) 



mmm 1 3 

N-C2—T ^ gVU f»-5-{l-[3-(2-7i=^-l, 3-$/'^^ V 7 >-2--f ;H 

7x^;l/]Ji^;l/)-l,3,4-^-^r-9-^Ty'— ^-2-7^ > 




#«!j8T-t#/c>fb^(2.97g)^THF(300ml)H^^L, ^ ^ >^7 == >(404m 

;V^7A(^DD*M/^ iS?y — ;i/=l/0~100/l~50/l)U:-C*IMKU IWft&(2 
15 .46g, 90%, 667^^77^) 

'H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1.67(d, 3H, J=7.2Hz), 4.04(br-s, 4H), 4.2 
0(q, 1H, J=7.2Hz), 7.22-7.36(m, 6H), 7. 47-7. 50 (m, 3H) 



mmm 1 4 

20 (3-{l-f5-(2-^ 5 ^/'J'>'-'JtV7^ 7 )-l, 3, 4-^-^-9-^7 V-;1/-2-^;Hji 
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N^^— N HCI 



'H-NMR( 300MHz, d 6 -DMS0) 8 ppm: 1.61(d, 3H, J=7.1Hz), 3.59(s, 4H), 4.47( 
q, 1H, J=7. 1Hz), 7.52-7.74(m, 9H), 8.04(br-s, 2H) 



mnm 1 5 

5-{l-f3-(2--7 3i— ;V-1,3-^^V z >-2— f ;l/)7x=;i/]xf ;l/}-N-f b Z £ 
KD-2(lH)-fcTU ^ ->'z)J f V-l,3,4-^^r»->7'/-;H-7 ? > 



10 




Me 

SMe 

N' N SMe 
N 




Me 

N H 



1 H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.66(d, 3H, J=7.2Hz), 1. 73-1. 81 (m, 2H), 3 
.22(br-s, 4H), 4.03(s, 4H), 4. 16(q, 1H, J=7.2Hz), 7. 17-7.34(m, 6H), 7.47 



i c 



.n co/, ou.v 

. <_. OVJLVAHt. _«Jli./_ 



HflE0!l 1 6 

7x-;l/(3-ll-r5-(^ h^h KP-2(lH)-eU 5 ^-U ^rVT 5 J )-l,3,4-^^r 



20 
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p MCI 



'H-NMR( 300MHz, d 6 -DMS0) 5 ppm: 1.61 (d, 3H, J=7.2Hz), 1. 77-1. 87 (m, 2H), 

3.28-3.36(m, 4H), 4.50(q, 1H, J=7.2Hz), 7. 54-7. 74 (m, 9H), 8,48(br-s, 2H) 

mmm 1 7 

2-[(5-{l-C3-(2-7 31 -n 3->^^y 7 >-2-f 7 31 — 3.4- 



10 



15 




SMe 
SMe 




Me 

HN 

N. N N 
N H 



OH 



mm 1 3 tm 



n w ^ 

'H-NMR(300MHz, d 6 -DMS0) 5 ppm: 1.52(d, 3H, J=7.2Hz), 3.08-3. 18(m, 2H), 
3.29-3.38(m, 2H), 3.96(br-s, 5H), 4.23(q, 1H, J=7.2Hz), 5. 19(d, 1H, J=3. 
7Hz), 7. 15-7. 18(m, 1H), 7.25-7.36(m, 5H), 7. 40-7. 43(m, 3H), 7.72(br-s, 2 
H) 



[3-(l-{5-[(5-bl KD^>f h7b KP-2(lH)-fcrU 5 */—V 7»T 5 J 1-1, 3, 4 
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Me 



'H-NMR( 300MHz, d 6 -DMS0) 8 ppm: 1. 61 (d, 3H, J=7.3Hz), 3. 19-3. 38(m, 4H), 
4.01-4.07(m, 1H), 4.50(q, 1H, J=7.3Hz), 7. 54-7. 74 (m, 9H), 8.41(br-s, 2H) 



N-p< f ;i/-N' - (5-{l-[3-(2-7 , 3-^^- ^ V 7 >-2-f ;k) 7 x ^^]xf ;!/ 



J H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1.68(d, 3H, J=7.2Hz), 2.68-2. 72(m, 4H), 2 
.93(d, 3H, J=5.0Hz), 3. 59-3. 63(m, 4H), 4.05(s, 4H), 4.21(q, 1H, J=7.2Hz) 
15 , 7. 21-7. 37 (m, 6H), 7. 48-7. 51 (m, 3H), 8. 33-8. 41 (m, 1H) 



mmm 2 0 

N' -{5-[l-(3-^>l/-T )Vy ji^;I/1-1. 3. \-**W7 V—)V-2-^M-W- 



SStfy 1 9 




O N ^-N^N^ 



Me 

[ SMe 
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HN 



Me 



'H-NMR (400MHz, d 6 -DMS0) 5 ppm: 1.55(s, 3H, J=7. 1Hz), 2. 58-2. 59(m, 4H), 
2.63(d, 3H, J=4.4Hz), 3.68-3.70(q, 1H, J=7. 1Hz), 7.50-7.55(m, 3H), 7.60 
-7.70(m, 6H), 8.80(br, 1H) 



10 



HSfe$J2 1 

N. U-Z?* ±JWK -(5-{l-[3-(2-7i=;Wl, g >-2-f M 7 x — )V\^- 

5 K 



Me 



SMe 

A. 



^=^0 N o 




Me^.,.Me 
N 



15 'H-NMR (300MHz, CDC1 3 ) 8 ppm: 1.69(d, 3H, J=7.2Hz), 2.59(m, 4H), 2. 76(s 
, 6H), 3.45-3.48(m, 4H), 4.03(s, 4H), 4.20(q, 1H, J=7. 2Hz), 7. 22-7. 37(m, 
6H), 7.47-7.50(m, 3H) 



%mm 2 2 

20 N' -{5-[l-(3-^>^/-r;l/y x-;V)xf;Vl-l,3,4-^»-»->'7!/-;W2-f;l/}-N, 
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Me. ,,Me 
N 




Me^ , Me 
N 



J H-NMR (400MHz, d 6 -DMS0) 8 ppm: 1.63(d, 3H, J=7. 1Hz), 2. 61-2. 63(ra, 4H), 
2.87(s, 6H), 3.42(br, 4H), 4.53(q, 1H, J=7. 1Hz), 7. 54-7. 59(m, 3H), 7 
-7.74(m, 6H) 



64 



10 



mnm 2 3 

N-(2-b K n±^^±A/tE -(5-{l-r3-(2--7 31 — ;t/-l. 3-S?#* V z >~2— T 

•7 x — A/\ 31 f; M - 1 , 3, 4-^- 5- -9- T V— J]/-2--f M±flj ^ U > # ;V jK =fr 




Me 



SMe 




HN' 



0mm i 0T-»m«ii:x3'>'-H5^?>. ii^m ^iro^f^^ 

15-. . , K-NMRi.300?.lKz,._GDG 1 3 )_ 5 _pp.sij 1 .J9.(d, . 3H,_ M 2K_z) , .2,MtZ, 7Qira,__4H) , ._ 3 _ 
.28-3. 31 (m, 4H), 3. 68-3. 76(m, 4H+2H), 4.05(s, 4H), 4.20(q, 1H, J=7.2Hz), 
6.82-6.88(m, 1H), 7. 21-7. 37 (m, 6H), 7. 49-7. 52(m, 3H) 



mmm 2 4 

20 N , -{5-[l-(3-/<>^;V7i-;l/)xf;V]-l,3,4-^^-> , 7V'--;i/-2--f;H-N- 
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■H-NMR (400MHz, d 6 -DMS0) 5 ppm: 1.59(d, 3H, J=7. 1Hz), 2. 61-2. 62(m, 4H), 
3.12-3. 18 (a, 2H), 3.43(t, 2H, J=5.5Hz), 3. 70-3. 71 (m, 4H), 4.46(q, 1H, 7 
5 . 1Hz), 7.54-7.58(ra, 3H), 7.64-7.74(m, 6H), 8.70(br, 1H) 

5 




'H-NMR (400MHz, d 6 -DMS0) 5 ppm: 1.60(d, 3H, J=7.2Hz), 2.69(d, 3H, J=4. 4 
15 Hz), 3.32(br, 4H), 3.91(br, 4H), 4.48(q, 1H, J=7. 1Hz), 7.56-7.59(m, 3H), 
7.65-7.74(m, 6H), 9.09(br, 1H) 

mmm 2 6 

N' -{5-Cl-(3-^ > Vj± )V7^—)V) X , 3. 4-^-^-9-^7 V-)V-2-<< M-tt. 
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N 



mmm2 u«^^i\ m. 



Mes. fcl ,Me 
N 



' M ,^N A N^ HCI 

2 7 fcra«fc»f|s£J: u 



"H-NMR (400MHz, d 6 -DMS0) 5 ppm: l f 62(d, 3H, J=7.2H), 2.87(s, 6H), 3.27( 
5 br, 4H), 3.65(br, 4H), 4.51(q, 1H, J=7. 1Hz), 7. 54-7. 58(m, 3H), 7.63(m, 6 
H) 



10 



2 7 

N' -{5-fi-(3-^> W ;V7x-;l/)xf ;!/]-!, 3, 4-^-^rif^/T V— ;i/-2— f ;H-N- 
5/K 




Me 

HN^ OH 




HN ^OH 
Nv M >-N HCI 

k^so 2 



S3*if?BB&T. ^»J2 3 TM#*i<ft^#J (2. 08g) * y -;M 35ml U 

il:5-.-.-:O°CX^#^->:(-3.:26g.)07^ ^^Kj|=b-X3.5B£ 

#JE*«&Ufc. aS*TFA(10ml)^»^U, 0°CT'^K(0. 5ml) A. ISC 

20 ^DD^;VA/^^y-;l/=l/0~100/l~50/l) l:T»Sl, «ia«I«5(2.01g, 99 
X. fifeT^^? 7*) lN-ifilft/i— r^T-«lfflL-ca«lte(1.99g, fife 
H, 92*)£f#/c. 
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'H-NMR (400MHz, d 6 -DMS0) 8 ppm: 1.60(d, 3H, j=7.2Hz), 3. 12-3. 23 (m, 2H) f 
3.29(br, 4H), 3.45(t, 2H, J=5.5Hz), 3.88(br, 4H), 4.47(q. 1H. J=7.1Hz), 
7.55-7.58(m, 3H), 7.64-7.75(m, 6H), 8.90(br, 1H) 

5 mmm 2 8 




10 ^fPl^ffl^T, 'JfOATU' (16mg)(DhJV^>mm (2ml) {C80°CT. tert- 
■73-)V7)Vu—)V (5\ng)(DY)V^^mm (2ml) fcin A/c^ #%0>J 1 6 T?»/c 
-fb-^^KO. lOg), ^jy^^'JV (38mg)<9 h^aiVJBJS^ (3ml)£tf>o < U 
MTU, 3Btr^iD?&L/c. 3[fitr?fr*pft, £JSJRfc* (20ml)«C*W, »»x^^ 

p<#y-;V=20:l)Tii$!JU (78mg)£4#/c 0 
'H-NMR (300MHz, CDC1 3 ) 5 ppm: 2.46 (s, 3H), 3.52 (t, 4H, J=5.0Hz), 3.73 
(t, 4H, J=5.0 Hz), 4.11 (s, 2H), 6.96 (brs, 2H), 7.28 (d, 1H, J=7. 0 Hz) 

, 7.44-7.63 (m, 4H), 7.74-7.79 (m, 3H). 

20 

m.mm 2 9 

N-r^(4-^;v^»;-;u) ^^i^>1-5-ri-(2-7;i/^-pri.r-tf7x-;vl-4-^^) 
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Me 




SMe 



Me 



F N ^-N^N"^ 




N 



%^ nA 0 hc. 



5 'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1. 81 (d, 3H, J=7.2Hz), 3.55(br, 8H), 3.88(br 
, 8H), 4.46(q, 1H, J=7.2Hz), 7.06-7. 18(m, 2H), 7. 34-7. 56(m, 6H) 



mmm 3 0 

N'-{5-[l-(2-^;t/^-D[l, l'-b'7x-;l/]-4-^;V) Ji^l/]-!, 3,4- 

10 ;i/2— r;i/}-N,N-^p< ^;W4-^e;i/^ y >^;i//jQ->-r ^ K 7 ^ K 




Me 

SMe 



F N >"N 



F 



Me 




Me N „,Me 
N 

5 A. 



15 'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.80(d, 3H, J=7.2Hz), 2.99(s, 6H), 3.38-3. 
48(m, 4H), 3.77-3.84(m, 4H), 4.47(q, 1H, J=7.2Hz), 7. 08-7. 19(ra, 2H), 7.3 
3-7.56(m, 6H) 



mmms i 

20 N' -{5-[l-(2-^;l/^-DCl, 1' -lf7ix;H-H fr) gJLfldzL 3. 4- ; 

;i/2-^;W-N-f2-(4- ; &;i/^y-;V) ji^;V]-4-^e;i/^ y >;fr;i/3K#W § K_7_§ 
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Ji 



Me 




SMe 

A. 



Me 




HN- N — ' 



10 



#%#!J1 9T*^t>ti^>fb^^li:4-(2-T5 J 3L*)V)*: >*>h, 3 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.78(d, 3H, J=7.2Hz), 2. 41-2. 48 (m, 4H), 2. 
54(t, 2H, J=6.3Hz), 3.30(brq, 2H, J=6.3Hz), 3. 33-3. 40(m, 4H), 3.63-3.76( 
m, 8H), 4.46(q, 1H, J=7.2Hz), 7.08-7.20(m, 2H), 7. 35-7. 54(m, 6H), 8.74(b 
r, 1H) 

mmm 3 2 

N-{5-[l-(2-7^ D n, l'-t^7xz;H-H )V) X-^l/]-!. 3. 4- 
;l/2-^Jl/)-N-fh7h KP-2(lH)-tf'J 5 ^~ Ut>7^ > 



.15 




8 T'#P>tl^:Yb^^i: 1,3-^*7^ y ^0/^*^, ^IJfe$)4 4 £HWJ*i 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.76(d, 3H, J=7.2Hz), 1.95(m, 1H), 3.37-3. 
44(m, 4H), 4.39(q, 1H, J=7.2Hz), 7.08-7. 18(m, 2H), 7.32-7.55(m, 6H) 

20 

mmm 3 3 
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N-(l,3-->V^;l/-2-^ § ^l/U->'-U^>)-N-{5-n-(2-7>>l/^Pri.l , -tl7x 
-;l/]-4-yl) X^;l/]-l,3,4-^T->'Tl/-;l/2-<;l/}T^ > 

4 4 ^llja^^CJ; y ga»£f#/£. 
'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.77(d, 3H, J=7.2Hz), 2.83(s, 6H), 3.46(s, 
4H), 4.45(q, 1H, J=7.2Hz), 7. 10-7. 21 (m, 2H), 7. 32-7. 57 (m, 6H) 

io mmm 3 4 

5-fl-(2-7>>l/^-pri, l'-tfT :c — ;H-4—OM lf;H-N-(2-^ 5 ^VU U 
T»-l,3.4-f7->'7!/-;l/2-7^ > 



Me 




SMe 
SMe 




HN— \ 



1 C 



'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.77(d, 3H, J=7.2Hz), 3.69(br, 4H), 4.43(q 
, 1H, J=7.2Hz), 7.08-7. 18 (m, 2H), 7. 32-7. 55 (m, 6H) 



20 mmm 3 5 

2-({5-ci-(2-7-;v^- p ci, r - fy h-jv-\-4-^ a,) x^^i-i. 3. 4-- 
;i/2--f 5 y )^^+>-b Kp-5-H'U ^ ->V-;t/ 
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'H-NMR (300MHz, d 6 -DMS0) 5 ppm: 1.63(d, 3H, J=7.2Hz), 3. 07-3. 17(m, 2H), 
3.28-3.37(m, 2H), 3.94(m, 1H), 4.46(q, 1H, J=7.2Hz), 5. 18(d, 1H, J=3. 5Hz 
), 7. 18-7. 26(m, 2H), 7.35-7.55(m, 6H), 8.06(br, 2H) 



mmm 3 6 

N > -{5-Cl-(2-7^Pri.l , -e7rc-;i,1-w^)ji^;Vl-i,3,4-^T^TV' > - 




60%-?^^ h V ^A(0.54g)cDTHF(10ml)!^TO^ ##{3-0 l 7 X-fttilkS® 
(2g)OTHF(50ml)^$;0 o CT'iP^/c < , 153H£, ->T y ^;W* 'J >(0. 98ml) fcjjq*. 

JSU fflB«Mai(1.7g)fe»/c. wn^^^-9->(15ml)(i^^L/cfi, 4N-JftK/ 
^#if>MMllt > SW«Kl.lg)*»fc. 
BSl^: 199 - 202 4 C 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.79(d, 3H, J=7.2Hz), 3.78-3.89(m, 8H), 4 
.51(q, 1H, J=7.2Hz), 7. 04-7. 16(m, 2H), 7. 33-7. 53(m, 6H) 
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10 



15 



IR(KBr)[cm-']: 3440, 3215, 3096, 2856, 1652, 1620, 1540, 1471, 1120, 6 

98 

TzMffifriX) : tf-JMt: C, 51.31; H, 5.17; N, 15.63; CI, 7.91, gg$jH£: C, 
56.30; H, 5.21; N, 15.72; CI, 8.11 

mnm 3 7 

N'-{5-[i-(3-^>yy o:-;i/)ji^^]-i.3.4-^T^Ty'-;i/2-^;w-4-^ 




n{ nh 2 
N 




O 

N — ' 



N NH 



60X-2K*-fb^- h U £ A(0.54g)OTHF(20ml)SS«jRtI, 2 2 "C^/cft-g^ 

(2g)©THF(15ml)&^&0t;T*iBl*.fc. 30^. S'T U >(0. 99ml) £j&p* 

ffiSfl»(2.0g)fe»*:. IPA*^#,^B B B ^^fv\ Bfl*rt&(1.5g)£»*:. 
^-NMR (300MHz, CDC1 3 ) 5 ppm: 1.78(d, 3H, J=7.2Hz), 3.47-3.55(m, 4H), 3 

_._#_u-o._/.oaiu,-_ *±nv_ f -^ F±._^.#_\.q,_ in,_jH^ .^nz/, — / /-.-o»\-m f — on; , — /-.-/-O— /-.-tfZ(-m>- 3*1- 



) 



20 3 8 

n-t/7 J -N' -{3-ri-(2-7;i/^-pri, r-if7i-M-H ;w :n^;i/}-i, 2, 4-^y 
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##$J2 5T-f§P>tv/c^b^ (2.0g) £THF (lOmL) K»*»U Sjfif*H-(b 
th'j^A (536mg, 60% in oil) fcflU*., ;^T##$J 5 6 T*t#/c-fb^^J (2.4 
8g) £iDA, lNrffl*>#S-tf/c 0 fi^S^^fiafn^bTV^-^A*^^*^ 

. i^%^'J^^77y^a^D T (^=¥i7->/P^31^>>U = 2/l) 

-eJHtaSU *8£jH#<D@iS*j&| (1.87g) £*#/c 0 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.71(d, 3H, J=7. 1Hz), 3.68-3. 78 (m, 8H), 6.1 
l(q, 1H, J=7. 1Hz), 6.64(br, 1H), 7. 11-7. 24(m, 2H), 7. 32-7. 53 (m, 6H) 

mmm 3 9 

N'-{3-[l-(2-7^Pn. l'-tf7 3i~;l/]-4-^;l/)x.^l/1-l.2.4-^T->'T!/~- 



0mm2 7T*nbntz4k&VS (2.35g) *mib**-l'> (25mL) fc»*»U £ 
at'*^;V7'J;l/ (1.29mL) fcin*., 304Mffl^#ig-tf/c. ^^^filCD^bJ^ 
;U7U;l/%3i^jJ<l/-^T*«JBEe*U, »S*mfl»<fb**l/> (25mL) 
U t^^'j;^A7^>'> (5.77g) %AD>L. 13B#^^ tilif /c„ £ 
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(^DD*;l/A/p<#y'-;l'=99/l-33/l) tlilt, $8feEl#:©a6» (1.70g 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.72(d, 3H, J=7. 1Hz), 3.54-3. 76(m, 16H), 4. 
33(q. 1H, J=7.0Hz), 4.69(br, 2H), 7.13-7.51(111, 8H) 

mmm* o 

N' -{3-U-(2-7JlXn ft, 1' jjj±j M^±ikJzL 2, 4-< 




SMe 

.A. 



10 



F 



Me 




N 



Me... ..Me 
N 



15 



'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.74(d, 3H, J=7. 1Hz), 2.80(s, 6H), 3.21-3.2 
5(m, 4H), 3.65-3.68(ra, 4H), 4.31(q, 1H, 7.1Hz), 7. 16-7. 22(ro, 2H), 7.31-7 
.47(m, 4H), 7. 51-7. 54 (m, 2H) 



{3-[l-(5-{[->'(4-^e;V^ V —)l>) * * U >1T 5 J }-l. 2, 4-' 
)xf;|/]7x-;W(7xr:;i/)^ j? y > 



* 20 




N 



)r N 
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'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.75(d, 3H 7.1Hz), 3.18-3.20(m, 8H), 3.60- 
3.63(m, 8H), 4.36(q, 1H, J=7. 1Hz), 7. 37-7. 63(in, 6H), 7.78-7.86(m, 3H) 

mmm 4 2 

N'-{3-[l-(3-^>yV;l/7x^;l/)3i^;Ul-l,2.4-^T-^Tl/-;l/5-r;l/}-N.N- 



10 



15 





20 



SMe 

##$13 lT*^§f>n/cYb^ (2.71g) ^M^fl/V (12mL) £»rt»U 0°C 
X-i&fcT.JV? V A/ (1.44mL) &jjnA, ^T*30^K^ £ Mif/c 0 £ S&iHI<5Di& 

^b^^7 «;;l/^n:^^l/-^T*^jaE^*U, ^ ^mtJfmt^^U> (12mL) 
*g^U ^T'40%^5^7^ (7.52mL) SriP^L lB^rf^ig-tf*:. 

-T (@^^;10 t'illt. m&T^JV? T XVKD&mMUfa (2.02g)$:#7 fc c o 
lM-M/x-f«t«lt, (1.80g) 

'H-NMR (300MHz, d 6 -DMS0) 5 ppm: 1.66(d, 3H, J=7. 1Hz), 2.90(s, 6H), 3.34- 
3.36(m, 4H), 3. 62-3. 63(m, 4H), 4.46(q, 1H, J=7.0Hz), 7. 48-7. 71 (m, 9H) 



mnm4 3 

N'-{3-[l-(3-^>y^;P7 jc-^)ji^;1,1-i,2.4-^T^T^--^5--<;W-N-^ 
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5 "H-NMR (300MHz, d 6 -DMS0) 5 ppm: 1.62(d, 3H, J=7.0Hz), 2.78(d, 3H, J=4. 4H 
z), 3. 38-3. 40(m, 4H), 3. 57-3. 59(m, 4H), 4.41(q, 1H, J=7. 1Hz), 7.49-7.72( 
m, 9H), 9.01(br, 1H) 

10 (3-{l-f5-(2-^ ^ ^y"U^-U^>T^ >> )-l,2,4-^-T^7 V"-;l/3— T^lJi^ 




##$J3 OX^hn/z^^S (2.00g) fe:x*y— ;U (50mL) 
.1:5 _.JE3fc«^:2£3£5: > te.:65mL) & ifcfc, -25^^»^^^^^^^ii^^ -^^v^- 
Vh^77^f -efflSgUt:, ifeSMlW d.32g) 
. 4N-1&^/^=^>^T'#13ILT, ^Ife7 : e;V7 7^©Sfl*lti (1.47g 
20 ) 

'H-NMR (300MHz, d 6 -DMS0) 5 ppm: 1.67(d, 3H, J=7.3Hz), 3.72(s, 4H), 4.49( 
q, 1H, J=7. 1Hz), 7.47-7.74(m, 9H), 8. 98(br, 2H) 
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5 

C3-(l-{5-r(5-fc KP^>f b ?t KP-2(lH)-bTU 5 V r»7^1-l,2.4 




SMe 

N >— N^SMe 

O 





OH 



NT 

H HCI 



O s \=/ ^ " x s' 

'H-NMRCSOOMHz, d 6 -DMS0) 5 ppm: 1.66(d, 3H, J=7. 1Hz), 3. 29-3. 90 (m, 4H), 
4.12(br, 1H), 4.53(q, 1H, J=7.0Hz), 7.48-7. 73 (m, 9H), 9. 10(br, 2H) 



&MM4 6 

7i=;K3-{l-[5-(f LzbJ£ P-2(lH)-h° U 5 'J -r >7 ^ >> 1-1,2, 4-^7 




SMe 
N T 

N >— N^SMe 
s 




HN^ 

"S^ H HCI 



##« 3 0 T*# 5> tlTHbl^ tl,3->'7^7"D^>^f,, |g jfegy 4 4 ^ |SJ^ 

'H-NMR (300MHz, d 6 -DMS0) 8 ppm: 1.65(d, 3H, J=7.0Hz), 1.87(br, 2H), 3.39 
(br, 4H), 4.52(q, 1H, J=7.1Hz), 7.47-7.74(m, 9H), 9. 17(br, 2H) 



mmm4 1 
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[3-(l-{5-[(l-(2-fc: KP#W;l/)rh7t; K D-2(lH)-fcT U § -V— U -r>)T 
^]-U,4-f7'>'7'/-;i/3--(;i/)xf;i/)7x-;i/](7x-jv)^j?;> j&jg 



■H-NMR( 300MHz, d 6 -DMS0)5 ppm: 1.64(d, 3H, J=7. 1Hz), 1.92(br, 2H), 3.38 
-3.72(m, 8H), 4.49 (q, 1H, J=7. 1Hz), 7. 48-7. 74 (m, 9H), 9.68(br, 1H) 

mmm 4 8 

N'-{3-ri-(2-7;i/^-nri. r-tf^3z^;i/]-4— f >>!/) ji^-^]-iH-vf 7 



g£j&: 175 - 176°C 

'H-NMR (300MHz, CDC1 3 ) 8 ppm: 1.69(d, 3H, J=7.3Hz), 3. 69-3, 81 (8H, in), 4 
.23(q, 1H, J=7.3Hz), 5.78(s, 1H), 5.79(br-s, 1H), 7. 06-7. 17(m, 2H), 7.32 
-7.54(m, 6H) 

IRCKBrJCcm-'D^SOe, 3067, 2857, 1653, 1602, 1546, 1483, 1443, 1415, 13 
71, 1266, 1112, 1069, 990, 971, 915, 890, 832, 769, 742, 698 




HCI 





o 

N — ' 



WO 01/05774 PCT/JP00/04616 
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4 9 




o 

Bbj&: 175 - 179°C 

*H-NMR( 300MHz, d 6 -DMS0) 5 ppra: 1.56(d, 3H, J=7.2Hz), 3. 53-3. 60(m, 4H), 

3.63(s, 3H), 3.64-3.72(m, 4H), 4. 14(q, 1H, J=7.2Hz), 6. 13(s, 1H), 7.18- 
7.25(m, 2H), 7.34-7.53(m, 6H), 8.00(br-s, 2E), 9.98(br-s, 1H) 

IR(KBr)Ccm-']: 3416, 3084, 2973, 1668, 1618, 1534, 1419, 1115, 699 

mmm 5 0 

N'-{3-[l-(3-^> V^fry ^^-lH-H'^y-^-5— f JV) -4- 




o 

! H-NMR(300MHz, d 6 -DMS0) 5 ppm: 1.56(d, 3H, J=7.2Hz), 3.51-3.57(m, 4H), 3 
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m 
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.62(s, 3H), 3.64-3. 70 (m, 4H), 4. 18(q, 1H, J=7.2Hz), 6.07(s, 1H), 7.44-7. 
74 (m, 9H), 7.97(br-s, 2H), 9.86(br-s, 1H) 

mmm 5 1 

5 N* -{3-[i-(2-^;l/7hP[i, r-tf^ ji— ;l/]-4— r;l/)3i^;i/]-iH-i,2.4- h V TV— 




#^d3 9Tjmttft&vi}*m\<\ mmms 2 tmm^mw^^om.mm^^m. 

'H-NMRC 300MHz, d 6 -DMS0) 8 ppra: 1.66(d, 3H, J=7.2Hz), 3.50-3. 70(m, 8H), 
4.44(m, 1H), 7.20-7.55(m, 8H), 8.78(br, 2H), 10.92(br, 1H), 14.26(br, 1 
H) 

15 mmm 5 2 

bUT V—JV-Bzd M-A-^M^V>^JUM^>-< K '- 



20 #5f#|4 OfUfcft^ft (1.6g) &DMF(30ml) £?grt*U (3.8ml 
) fciDA/c& % 20Bt^l20°CT'ijpmU/c o £f6ift«:;ic*£&af&*, ffcgfcji^l, 




Me 



Me 



O 

N — ' 



WO 01/05774 



* 



PCT/JPOO/04616 



98 



: *$J-)],=20 : 1) t?»« U (0.9g) 

! H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1.74(d, 3H, 7.2Hz), 3.52-3.57(m, 4H), 3. 

56(s, 3H), 3.72-3.77(m, 4H), 4. 15(q, 1H, J=7.2Hz), 6.53(br, 2H), 7.00-7. 
08 (m, 2H), 7. 32-7. 54(m, 6H) 



mmm 5 3 

N'-{3-[l-(3-^>V-Y;l/7 j:^l/)Ji^;l/]-l-pt ^-lH-1.2.4-b 'J7'/-^-5- 



'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.74(br f 3H), 3.74(br, 11H), 4.53(br, 1H), 
7.34-7.86(ra, 9H) 



mnm 5 4 

N' '-{3-[l-(3-^>^^7 ^^-lH-1, 2, 4- h U 7!/-;H 

--f ^} -N-C2- (4-^6 l> ->>!/) Ji^H^T- j/ > iftifeifi 




###|4 7T*»/cfk-&» (1.33g) ^7tb-h';;V (15ml) £&**U h U 
^7 5> (0.46ml) , 7 5>im^*!)> (0.84ml) AP^./c 0 OtC)^ 




//IN I 

n' >-n=( 

N \ 



o 

N — ' 



NH 2 HCI 
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1 (0.82g) ©7th-h»J^ (5ml) »*fe«TOfc. 5#^iSkl 

%lw&. mm is* nwa n.4 g ) £t#/c 0 ztnttiuttf-u^ uomi) 

5 U M^T'TFA (3ml) — HftjKS^. SJC&Jft »*S U i'DD^A 

lib, a«t«r^y *^^D7 h (^DO/t^l'A : X $ J — ^=20 : 1~10 : 1) 
Tift^U f&BWftf (1.12g) &*§/c. lN-^kzK^/^-^;l/^T«IU, 
Ittft (1.13g) £*#/c 0 
10 'H-NMR( 300MHz, d 6 -DMS0) 5 ppm: 1.59(d, 3H, J=7.2Hz), 3. 00-4. 00 (in, 15H), 
4.28(brq, 1H, J=7.2Hz), 7.46-7. 75(m, 9H) 

mmm 5 5 

C3-(l-{5-C(5-H Kn»'>fh7b KP-2(lH)-tfy ^ ^ij T r >)T^ ^1-1-^ 
15 ^;U-1H-1 , 2, 4- h y 7 y-;l/-3-^ M^*)V) 7 x -^](7i-;V) * # y > ^ 



^ ^ — ( «... </ \S — I . ..^ ^OH 



N \=/ ^ "N H HCI 

Me Me 

20 4 4 tlHli^i: < j: U 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.64(d, 3H, J=7.3Hz), 3.46-3.68(m, 4H), 3. 

89(s f 3H), 4. 16(q, 1H, J=7.3Hz), 4.36(m, 1H), 7.34-7.50(m, 4H), 7.54-7.6 
2(m, 2H), 7. 74-7. 84(m, 3H) 
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mmm 5 6 

(3-{l-[l -pt^l/-5-(^ K^h KP-2(lH)-b°U §J^Ujg>XJ ^ J-1H-1.2.4- 




'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.65(d, 3H, J=7.2Hz), 2.02(m, 2H), 3.44-3. 
60 (m, 4H), 3.94(s, 3H), 4. 16(q, 1H, J=7.2Hz), 7.38(t, 1H, J=7.6Hz), 7.43 
-7.62(111, 5H), 7. 74-7.87(m, 3H), 9. 19(br, 1H), 9.77(br, 1H) 

mnm 5 7 

[3-(l-{5-r((2E)-l-(2-h KP^>xfJHfh7t; KP-2(1H)-H°U 5 U ^ 
»7 5 yi- l-^^;l/-lH-l,2.4-S 'J 7'/-;y-3-^;Hxf ;M7x-;l/l(7x- 




##0U4 8-cf#7Ub^£2-(2-7 5 ;xw? y n^ggy 

1 H-NMR(300MHz, CDC1 3 ) 8 ppm: 1.63(d, 3H, J=7.2Hz), 2.07(m, 2H), 3.45-3. 
55 (m, 4H), 3.68-3.80(m, 7H), 3. 83-3. 90(m, 4H), 4/23 (q, 1H, J=7.2Hz), 7.3 
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2-7.58(m, 6H), 7. 70-7. 80 (ra, 3H), 9.31(br, 1H) 

mmm 5 8 

N'-{3-Cl-(3-^ W>f ;U7x^l/)3i^-;H-l-pt ^;|/-iH-l,2.4-h 'J7V-;W5- 





Me 
1 



N l^A HCI 



Me 



10 i *; se*j^^rt#/c 0 

'H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1.75(d, 3H, J=7.3Hz), 2.95(brs, 6H), 3.20- 
3.60(ro, 13H), 3. 72-3. 94(m, 2H), 4. 27(q, 1H, J=7. 3Hz), 7.43-7.65(m, 5H), 
7.73-7.80(m, 4H), 9.04(br, 1H), 10.73(br, 1H), 14. 18(br, 1H) 



15 mmms 9 

2- {f(E)-( (3-f 1- (3-^y >^r;l7x —JV^^-frl-l-^Jr ru-Yn-l ,tH47--/ - 




SMe 




HN^CONH, 

A. 



HCI 



Me ' Me 
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'H-NMR (300MHz, CDC1 3 ) S ppm: 1.71(d. 3H, J=7.3Hz), 3. 39-3. 67 (m, 11H), 3 
.90-4. 12(m, 2H), 4.29(q, 1H, J=7.3Hz), 6.21(br, 1H), 7. 40-7. 80(m, 9H), 8 
.02(br, 1H), 8. 18(br, 1H) 



5 mmm 6 o 

[[(E)-({3-n-(3-^W^;l/^x-;l/)3i^>>V'|-l-^^;l/-lH-l,2.4-K U TV- 



Me 



15 




SMe 

r, N JL 



N 

Me 




C0 2 Bu-t 



Me 



io ^%m4 9-eWfr4t' 



'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.42(s, 9H), 1.67(d, 3H, J=7.3Hz), 2.89(s, 
3H), 3.03-3. 13(m, 4H), 3.53-3.60(m, 4H), 3.56(s, 3H), 3.65(s, 2H), 4.15 

(q, 1H, J=7.3Hz), 7.33-7.48(m, 3H), 7. 51-7. 62(ro, 3H), 7. 74-7. 80(m, 2H), 

7.84(m, 1H) 



mmm 6 1 

[[(E)-( {3-fl-(3-^ VV_± AyjL^^)^jVl-l-^ ^-^-IH-I.2. 4-hVT V- 
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MMM 6 0 -emtlt&Va (1.42g) *t&1k*^U> (5ml) , TFA (5ml) 

fjl/fa^h (^DD*M : * $J — ;V=20 : 1~10 : 1) T'JfilSi U (0 
5 .90g) ^#/c 0 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.75(d, 3H, J=7.3Hz), 2.58(s, 3H), 3.42(br 
, 4H), 3.66(s, 3H), 3.70-3.77(m, 4H), 3.84(br, 2H), 4.30(q, 1H, J=7. 3Hz) 
, 7.41-7.53(m, 3H), 7.56-7. 66(m, 2H), 7. 73-7. 82(m, 4H) 

10 mMM6 2 

N'-{3-[l-(3-^> ji— )V) 31 5^1-1-.* ^;V-lH-1.2.4-h V TV— Jl-5- 




SMe 



Me 




Me^,.Me 
N 



l^O HCI 



N 

Me 



'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.77(d, 3H, J=7.2Hz), 2.95(s, 3H), 3.33-3. 
0(m, 4H), 3.62-3.69(m, 7H), 4.53(q, 1H, J=7.2Hz), 7.44-7.68(m, 5H), 7.7 



20 



40(m, 4H), 3.62-3.69(m, 7H), 4.53(q 
8-7.89(m, 4H) 

IM 6 3 

N'-{3-ri-(3-/<>yV^7 ^-jl/^^^D-l-^^tz-lH-l^^-h V TV-)V-5- 
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'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.73(d, 3H, J=7.2Hz), 2.69(br, 3H), 3.54-3 
.72(m, 11H), 4.38(q, 1H, J=7.2Hz), 7. 40-7. 52(m, 3H), 7. 55-7. 66 (m, 2H), 7 
. 70-7.82(m, 4H) 

mmm 6 4 

N' - {3-Cl-(3-^>yV ^rc^2klj^2ldzlz^ 2. 4-KU7 V-;V-5- 

-f;H-N-(2- b: Kp=»->ji^;V)-4-^;1/^i; >^;w-K^->^ ^ KJT_§ K mmm 



##$J4 9 ■Vntzit^'Mh^Z J —)VT 5 >^f>, Il«4 2 raffia 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.73(d, 3H, J=7.0Hz), 3.22-3. 73(m, 15H), 4 
.34(q, 1H, J=7.0Hz), 7.42-7.52(m, 3H), 7. 56-7. 66(m, 2H), 7. 70-7. 83(m, 4H 
) 

mmm 6 5 




Me 



N HC. 
Me 
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###J5 2T'ftfcMl:tMU^e,, HJfc0>J5 1 tUt^CiOS 

'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.66(d, 3H, J=7.0Hz), 3.55(s, 3H), 3.74-3. 
90(m, 8H), 4.21(q, 1H, J=7.0Hz), 7.30-7.78(m, 9H), 9.28(br, 2H) 

mmm 6 6 

N' -{3-[l-(3-^ > W jk2 ^-^) Ji^H-lH-l. 2. 4- MJ T V— M-4- 




_t^M5 1 Wc^tf Jl.2^_^2r^n:y^^y^(^0mB-{-^*v^ T -^jjf" 
U> (0.2ml) i:*/Msy i/tfHftjft (4.1g) fcJnA. 8B#P^jS^EL/c 0 SlSjfttw* 

; 1) fill, SSWtl (1.3g) lN-Jft-fh**/!— TrWSttTtfUS 

U gfi» (1.3g) 

»H-NMR (300MHz, d 6 -DMS0) 5 ppm: 1.66(d, 3H, J=7.2Hz), 3.52-3.70(m, 8H), 
4.49(q, 1H, J=7.2Hz), 7.49-7.75(m, 9H), 8.74(br, 2H) 
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mnm 6 1 

V z>Xj y )-lH-i.2.4- h U7^;w;Hx^W7xzA/)^j? y > 

/~V-/ Me y Me 

^ — ' O 7 \=/ x 0 N H 

S0 2 Ph S0 2 Ph 

#^ 5 4 Tlf /c{b^t i: 1, 3->7 ^ > 7-D/Vy^ ^ MMM I 3£|fD*£&g| 

■H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.61(d, 3H, J=7.2Hz), 1.89(m, 2H), 3.31-3. 
38(m, 4H), 4.13(q, 1H, J=7.2Hz), 7. 31-7. 62(m, 9H), 7. 75-7. 80(m, 2H), 7.8 
4(m, 1H), 8.07-8. 12(m, 2H) 

mmm 6 8 

^ji-^Q-ll-rS-f^K^t i KP-2(lH)-eu 5^-U^r>T5 J V1H-1.2.4-K 




HJiitf!j6 7Tl#^fk#l) (0.95g) £THF(10ml) . # y (5ml) 
, Wt?4N-*H^byi>A*»* (2.5ml) ZffiTLtz. 30»ft, 
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U^h (^OD*M : p<^y-;P=15 : 1-5 : 1) T'iiL, (0. 48g 

) lN-^b2K^/X— r^ilfi!lll > BWfo (0.42g) 

'H-NMR (300MHz, d 6 -DMS0) 5 ppm: 1.65(d, 3H, J=7.3Hz), 1.86(m, 2H), 3.34- 
3.44(m, 4H), 4.46(q, 1H, J=7.3Hz), 7. 48-7. 74(m, 9H), 8.60(br, 2H), 11.16 
5 (br, 1H) 



10 



mmm 6 9 

N , -[3-[l-(3-^>^;V7 x-;^x^^]-l-(7x-;^;i,7^-;i/)-iH-l.2.4 
-Mj_7 ;y,- 5 -^ ; p-|-N, n-^jX f2kz4z^k^ 'J >>fr>H/rt<3r W 5 K T g K 



15 



Me-. fcl .Me 
N 




'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.63(d, 3H, J=7.3Hz), 2.75(s, 6H), 3.10-3. 
16(m, 4H), 3.58-3.64(m, 4H), 4. 16(q, 1H, J=7.3Hz), 7.31-7.64(m, 9H), 7.7 
5-7.83.(m, 3H), 8.01-8.07(2!, 2H) 



20 



mmm i o 

NJ -{3-D-(3 -^> W ^7x^)xf;P]-iH-1.2. 4- h U T \f— J]/-5 — f ;H-N. N 
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Me. K1 ,Me 
N 



S0 2 Ph 



\=/ 




N 

M v ) — N N"" 



'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.80(d, 3H, J=7.2Hz), 3.07(br, 6H), 3.40-3 
.80(m, 8H), 4.69(brq, 1H, J=7.2Hz), 7.37-7. 62(m, 5H), 7. 72-7. 80(m, 3H), 
7. 96 (m, 1H) 



mmm7 1 

N' -[3-fl-(3-^ > W ^7x^)x Wl-(7x-^^7 Jb)-1H-1. 2. 4 

10 z±J2 7y-)kW;H-N-^;H-i;^'J >;fr;i/rt<^w U'7U' 




SO z Ph 



15 'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.65(d, 3H, J=7.3Hz), 2.86(d, 3H, J=5. 1Hz) 
, 3.40-3.47(m, 4H). 3.70-3. 75(m, 4H), 4.21(q, 1H, J=7.3Hz), 7. 33-7. 64 (m, 
9H), 7. 75-7. 81 (m, 2H), 7.88(m, 1H), 8.02-8.07(m, 2H) 



mmm 1 2 

20 N'-{3-[l-(3- ^>^;l/7ir;Mif;l/l-lH-l,2.4-K U 7^-^-5-^ ;M-N- 
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Me 




Me 



O 



S0 2 Ph ^ 



o 

'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.83(d, 3H, J=7.0Hz), 3.03(br, 3H), 3,60-3. 
84(m, 8H), 4.60(m, 1H), 7.38-7.90(m, 9H), 9.40(br, 1H) 

mmw7 3 

w -{5-[i-(3-^>yy j±7x^M t±U£x. v—m-* r ;h-n. w- 



'H-NMR( 300MHz, d 6 -DMS0) 5 ppm: 12. 41 (br, .1H), 7. 48-7, 81 (m, 9H> ,_ 4J52-4. 5 
9(m,lH), 3.83(brs,4H), 3. 65-3. 76(m, 4H), 3.11(s,6H), 1. 84(d, J=7. 1Hz, 3H) 

^5£M 7 4 

N'-{5-Cl-(3-^>y^;i/7x-;l,) jl^KH. 2. ;M-N-f2 




Me 




O 



HCI 
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SMe 
,= N A 




Me Me 

N Me 
=N l 

1^6 2HCi 



'H-NMR (300MHz, d 6 -DMS0) § ppm: 12. 09(br, 1H), 7. 48-7. 82(m, 9H), 4.53-4.6 
3(m,lH), 4.22(br,2H), 3. 65-3. 85(m, 10H), 3.39(br,3H), 2. 92(brs, 6H) , 1.85( 
d, J=7. 1Hz, 3H) 



7 5 



N'-{3-n-(3-^>yV;l/:7 a:— ;l/)Ji5 : -;l/l-lH-1.2.4-b U7!/-;l/-5--f ;H-N- 




5 5 T'# fe^«j(2.00 g)%^+t^(7.0 ml) t^fl?U 

T^isfcmm. d.40 mi) % in A, i BfpgAnf&^u/c. tlct^^cd^^^sib 

lu-vut&m/x-—* TJimmx-mm u @ w^a. 49 g ) £*#/c„ 

'H-NMR (400MHz, d 6 -DMS0) 5 ppm: 1.06(t, 3H, J=7. 1Hz), 1.63(d, 3H, J=7. 2H 
z), 3. 10-3. 16(m, 2H), 3.33(br s, 4H), 3.55(br s, 4H), 4.23(br q, 1H, J=7 
.0Hz), 7.50-7.72(m, 9H), 8.76(br, 1H) 
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mmm 7 6 

N' -{3-[l-(3-^ > W JV7 ji— JV) Ji^H-lH-l, 2, 4-hVT \f —)]/-$->( ;|/}-N- 
y P bVl/-4-^e U > 7J U'7^K MJJ7 P 
Me 

N 

SQ 2 Ph 





O ^ L O \=/\ N 7 1 TFA 

SOoPh H V^O 



#tffil5 5T'ft^ft (288mg) Sr^^f+J-V (2mL) Kig»U n-^U 

5> (0.082mL) fciD*., M-e4^M*»#«-tffc. TLCT'^^^^fit^ U^c 

ft, 2N-7j<SHb^ h V VJ»&mm (lmL) fciJO^U lH^nfftatftl/fe. 

10 . X^V — figlft^ (244mg) (80mg) 
^Sllfr^nvh^^?^ A : YMC CombiPrep ODS-A 75x0 30mm, 

: 0.05%h U 7;l-7tDgt^/7j< : 0.035fth U 7 Jl<* Dj»K/T-fe h - h 'J ^ = 95: 5 
-5:95) -C-fMHL-C, (43mg) 
HPLC r.t. 13.48 min (column: Waters Puresil C18, eluent: 10mM-Ac0NH 4 /H 
15 2 0(pH 4):CH 3 CN=80:20-»20:80 (30min)) 

LC/MS (m/e)_ 447. 4 _ 

•H-NMR (300MHz, CDC1 3 ) 5 ppm: 0.92(t, 3H, J=7.4Hz), 1.64(sext, 2H, J=7. 2 
Hz), 1.75(d, 3H, J=7.3Hz), 3.20-3.30(m, 2H), 3.55-3.60(m, 4H), 3.75-3.80 
(m, 4H), 4.40(q, 1H, J=7.0Hz), 7.40-7.65(m, 6H), 7.76-7.79(m, 3H), 9.21( 
20 br s, 1H) 



7 7 ~nmm 296 
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ttzitmmm7 6 1 ^tcihsu/c^ i 9&bm2 6 izmir 

P V b ^ 7 -f 0M*J$B#fHI (column: Waters Puresil C18, eluent: 10mM-AcONH 4 
/H 2 0(pH 4):CH 3 CN=80:20-»20:80 (30min))fc J; tfLC/MS*^ WWlckUIU^U 
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m 19 



Rla 




N \ 



CJ 



I 

H. 



N — Rid 
Rle 



No. 


R 1a 


Rib 


R1c 


R1d 


R1G 


mol weigh 
(free base' 


t mass 
> fm/el 


HPLC r.t. 
fmin) 


77 


-Me 


-H 


-o- 


-Cyclohexyl 


-H 


486.6 


487.4 


16.84 


78 


-Me 


-H 


-S- 


-(CH2)2NMe2 


-H 


491.7 


492.5 


10.93 


! 79 


-Me 


-H 


-o- 


-(CH2)6- 


486.6 


487.4 


14.21 


80 


-Me 


-H 


-o- 


-CH2CONEt2 


-Me 


531.7 


532.4 


14.41 


81 


-Me 


-H 


-N(Me>- 


• -<CH2)2NMe2 


-H 


488.6 


489.6 


6.75 


82 


-Me 


-H 


-CH2- 


-(CH2)2NMe2 


-H 


473.6 


474.4 


10.11 


83 


-Me 


-H 


-S02- 


-(CH2)2NMe2 


-H 


523.7 


524.4 


10.62 


! 84 


-Me 


-H 


-o- 


-(CH2)2-0-{CH2)2- 


474.6 


475.4 


10.68 


85 


-Me 


-H 


-o- 


-(CH2)5- 


472.6 


473.4 


12.93 


86 


-Me 


-H 


-o- 


-(CH2)20Me 


—Me 


476.6 


477.4 


12.03 


i 87 


-Me 


-H 


-o- 


-(CH2)20Me 


v wn oc. \j ivi e 


520.6 


521.4 


13.66 


88 


-Me 


-H 


-o- 


-nBu 


-Me 


474.6 


475.4 


14.83 


1 89 


-Me 


-H 


-o- 


-iPr 


-Et 


474.6 


475.4 


13.94 


90 


-Me 


-H 


-o- 


-nBu 


-Et 


488.6 


489.6 


16.13 


91 


-Me 


-H 


-O- 


-nPr 


-Et 


474.6 


475.4 


14.49 


1 92 


-Me 


-H 


-o- 


-CH2CONH2 


-Me 


475.6 


476.4 


13.28 


93 


-Me 


-H 


-o- 


-(CH2)2NEt2 


-H 


503.7 


504.6 


10.37 


I 94 


-Me 


-H 


-o- 


-(CH2)2-(1-piperidino) 


-H 


515.7 


516.4 


10.88 


95 


-Me 


-H 


-O- 


-propargyl 


-H 


442.5 


443.2 


15.37 


96 


-Me 


-H 


-o- 


-(CH2)3NEt2 


-H 


517.7 


518.6 


7.20 


97 


-Me 


-H 


-O- 


-(CH2)3-(1 -morpholino) 


-H 


531.7 


532.4 


8.04 


98 


-Me 


-H 


-o- 


-(CH2)3NMe2 


-H 


489.6 


490.4 


6.54 


99 

4 KK 


-Me 


-H 


-O- 


-(CH2)20(CH2)20H 


-H 


492.6 


493.4 


10.53 


100 


-Me 


-H 


-o- 


-<CH2)30HPr 


-H 


504.6 


505.4 


14.64 


101 


-Me 


-H 


-o- 


-(CH2)20Et 


-H 


476.6 


477.4 


12.52 


i A 4 

102 


-Me 


-H 


-o- 


-(CH2)2-(1 -morpholino) 


-H 


517.6 


518.4 


10.84 


103 


-Me 


-H 


-o- 


-<CH2)2-(1 -pyrrolidine) 


-H 


501.6 


502.4 


9.06 


104 


—Me 


— H 




-CH2-<2-thienyl) 


-h j 


500.6 


501 .4 


16.70 


105 


-Me 


-H 


-o- 


-(CH2)3-(imida2ol-1 -yl) 


-H 


512.6 


513.5 


8.24 


106 


-Me 


-H 


-o- 


-CH2CH(OEt)2 


-H 


520.6 


521.6 


15.86 


167 


-Me 


-H 


-o- 


-(CH2)20Me 


-H 


462.6 


463.3 


12.14 


108 


-Me 


-H 


-o- 


-CH2-2-furyl \ 


-H 


484.6 


485.5 


15.33 


! 109 


-Me 


-H 


-o- 


-CH2-<2-tetrahydrofuryl) 


-H 


488.6 


489.7 


13.39 


I 110 


-Me 


-H 


-o- 


-(CH2)30Me 


-H 


476.6 


477.3 


12.67 


111 


-Me 


-H 


-o- 


-(CH2)40H 


-H 


476.6 


477.3 


10.76 


112 


-Me 


-H 


-o- 


-<CH2)50H 


-H 


490.6 


491.4 


11.37 


113 


-Me 


-H 


-o- 


-(CH2)2-{1 -piperazino) 


-H 


. 5.16.7 


-51-7^4 — 


7.42": ' 


114 


-Me_. 


tH -- 






-Et- 


"458.6" " 


459.4 


16.25 


--HS- 


-Me" 


-H' ' 


-o- 


-nBu 


-H 


460.6 


461.4 


15.48 


116 


-Me 


-H 


-o- 


-(4-methylcyclohexyl) 


-H 


500.6 


501.4 


18.33 


117 


-Me 


-H 


-o- 


-t-amyl 


-H 


474.6 


475.4 


22.92 


118 


-Me 


-H 


-o- 


-n— nonyl 


-H 


530.7 


531.4 


27.63 


119 


-Me 


-H 


-o- 


-n-heptyl 


-H 


502.7 


503.4 • 


21.78 


120 


-Me 


-H 


-o- 


-n-octyl 


-H 


516.7 


517.4 


24.49 


121 


-Me 


-H 


-o- 


-nHexyl 


-H 


486.6 


489.7 


19.36 


122 


-Me 


-H 


-o- 


-cyclobutyl 


-H 


458.6 


459.4 


14.17 


123 


-Me • 


-H 


-o- - 


-CH2CF3 


-H 


486.5 


487.4 


15.63 


124 


-Me ■ 


-H 


-o- • 


-CH2-<1 -ethy!pyrrolidin-2-yl) 


-H 


515.7 


516.6 


11.35 


125 


-Me • 


-H 


-o- - 


-CH(MeHCH2)3NEt2 


-H 


545.7 


546.6 


8.99 


126 ■ 


-Me - 


-H 


-0- - 


-iPr 


-H 


446.6 


447.4 


13.05 


127 


-Me • 


-H 


-o- - 


-CH2C(CH3)3 


-H 


474.6 


475.4 


18.88 
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m 20 

/ R2c 

u 

I N — R2d 

H R2e 



mmm 

No. 


rite 


rUiu 




R2d 


R2e 


mnl wpinh 

/ffAA i-* ^ /~\ 

(rrse Dase 


1 (m/e) 


upi r r » 

(mirri 


128 


-Me 


-H 


-o- 


-CH2-(piperidin-2-yl) 


-H 


501.6 


502 3 


/.Do 


129 


-Me 


-H 


-CH2- 


-(CH2)2NMe2 


-Me 


487.7 


hOO.D 


1 Z.OJ 


130 


-Me 


-H 


-s- 


-Et 


-Et 


476.6 


H / /.O 


< -1 K 7R 


131 


-Me 


-H 


-S02- 


-Et 


-Et 


508.6 


CAQ ft 


14.01 


132 


-Me 


-H 


-N(Me)- 


- -cyclopropyl 


-H 






1 0.50 


133 


-Me 


-H 


-N(Me)- 


--Et 


-H 


445 6 


AAR 1 


9.6 1 


134 


-Me 


"-H 


-N(Me)- 


-Et 


-Et 


473.6 


A1A 5 


10.02 


135 


-Me 


-H 


-N(Me)- 


-Me 


-H 


431.5 




o.ZZ 


136 


-Me 


-H 


-N(Me> 


•-Me 


-Me 


445.6 


AAFi 1 


/.oy 


137 


-Me 


-H 


-S02- 


-KCH2)20H 


-H 


496.6 


I 4Q7 5 


1 A. 1 A 


136 


-Me 


-H 


-S02- 


~(CH2)2NMe2 


-Me 


537.7 


S^H A 


1 1 AH 


139 


-Me 


-H 


-o- 


-<CH2)2NHS02Me 


-H 


525.6 




1 A 1A 


140 


-Me 


-H 


-o- 


-<CH2)2NHS02Et 


-H 


539.7 


540.4 


1 1 f\~l 
1 1 .u / 


| 141 


-Me 


-H 


-o- 


-<CH2)2NHAc 


-H 


489.6 


490.5 




142 


-Me 


-H 


-o- 


-(CH2)2NHCOEt 


-H 


503.6 


504.5 




143 


-Me 


-H 


-o- 


-(CH2)2NHCONHEt 


-H 


518.6 


519.6 


10 49 


| 144 


-Me 


-H 


-o- 


-(CH2)2NHC02Et 


-H 


519.6 


520.8 


1 1 .85 


145 


-Me 


-H 


-o- 


-2,3-dimethylcyclohexyI 


-H 


514.7 


515.4 


18.10 


146 


-Me 


-H 


-o- 


-(CH2)30CH=CH2 


-H 


488.6 


489.7 


10.17 


147 


-Me 


-H 


-0- 


-(CH2)30CH2-(3-heptyl) 


-H 


574.8 


575.4 


26.93 


148 


-Me 


-H 


-o- 


-CH(Me)-cyclohexyl 


-H 


! 514.7 


515.4 


21.32 


149 


-Me 


-H 


-o- 


-(CH2)30nBu 


-H 


518.7 


519.6 


17.73 


150 


-Me 


-H 


-o- 


-(CH2)2N(HPr)2 


-H 


531.7 


532.5 


12.06 


151 


-Me 


-H 


-o- 


-CH2-(1 ,3-dioxolan-2-yl) 


-H 


490.6 


491.4 


12.40 


152 


-Me 


-H 


-o- 


-(CH2)2-(1 ,3-dioxolan-2-yl) 


-H 


504.6 


505.4 


12.57 


153 


-Me 


-H 


-o- 


-(CH2)30-nPr 


-H 


504.6 


505.4 


15.74 


154 


-Me 


-H 


-o- 


-(CH2)2CH(OEt)2 


-H 


534.7 


535.6 


9.47 


165 


-Me 


-H 


-o- 


-cis-myrtanyl 


-H 


540.7 


541.5 


20.62 


156 


-Me 


-H 


-o- 


-<2 f 2,6.6-tetramethylpiperidin-4-y0 


-H 


543.7 


544.6 


7.09 


157 


-Me 


-H 


-0- 


-(CH2)3-(2-methyH1-piperidino) 


-H 


543.7 


544.6 


7.78 


158 


-Me 


-H 


-o- 


-<CH2)2NH(iPr) 


-H 


489.6 


490.5 


7.74 


159 


-Me 


-H 


-o- 


-(CH2)2CXCH3)3 


-H 


488.6 


489.7 


16.47 


160 


-Me 


-H 


-o- 


-(CH2)2Kl-cyclohexenyl) 


-H 


512.7 


513.5 


17.55 


161 


-Me 


-H 


-o- 


-CH2-cyclopropyl 


-H 


458.6 


459.4 


13.13 


162 


-Me 


-H 


-o- 


-(CH2)20Et 


-<CH2)20Et 


548.7 


549.3 


15.59 


163 


-Me 


-H 


-CH2- 


KCH2)3NH(CH2)2-(1-morpholino) 


-Me 


586.8 


587.4 


9.24 


164 


-Me 


-H 


-o- 


-<CH2)30Et 


-H 


490.6 


491.6 


13.59 


165 


-Me 


-H 


-0- 


-CH2CH(OHHCH2)2- 


474.6 


475.4 


9.78 


166 


-Me 


-H 


-o- 


-CH2CH(CONEt2MCH2)3- 


571.7 


572.6 


14.40 


167 


-Me 


-Me 


-o- 


-(CH2)2NMe2 


-H 


489.6 


490.5 


9.67 


168 


-Me 


-H 


-o- 


-CH2CH(OMe)2 


-Me 


506.6 


507.6 


12.82 


169 


-Me 


-H 


-o- 


-(CH2)3NMe2 


-Me 


503.7 


504.5 


7.11 


170 


-Me 


-H 


-o- 


-CH(CH20MeHCH2)3- 


502.6 


503.4 


13.36 


171 


-Me 


-H 


-o- • 


-(CH2)20Me 


-nPr 


504.6 


505.6 


14.65 


172 


-Me 


-H 


-o- ■ 


-Et 


-(CH2)20Me 


490.6 


491.6 


12.97 


173 


-Me 


-H 1 


-0- • 


-(CH2)40H 


-Et 


504.6 


505.6 


11.34 


174 - 


-Me • 


-H 


-S02- - 


-Me 


-Me 


480.6 


481.5 


10.99 


175 - 


-Me - 


-H 


-S02- • 


-Me 


H 


466.6 


467.5 


11.92 


176 


-Me - 


-H 


-S02- - 


-Et : 


-H 


480.6 


481.5 


14.07 


177 : 


-Me : 


-H 


-S02- - 


-nPr 


-H 


494.6 


495.5 


17.52 


178 : 


-Me - 


-H 


-S02- - 


-H 


-H 


452.5 


453.2 


15.25 


179 - 


•Me - 


-H 


-o- - 


-CH2CH2CN 


H 


457.5 


458.3 


12.28 
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T/JP00/04616 



21 



R3a 




R3d 



R3e 



R3f 



1*0. 


R3a 


R3b 


R3c 


R3d 


R3e 


R3f 


R3g 


mol weight 
(free base) 


mass 
(m/e) 


HPLC r.t. 
(min) 


inn 

IOU 


-Me 


-H 


-H 


-H 


-H 


-H 


-CH2C02H 


418.5 


419.1 


11.43 


ifli 


-Me 


-H 


-H 


-H 


-H 


-H 


-nPr 


402.5 


403.4 


16.32 


182 


-Me 


-H 


-H 


-(CH2)4- 


-H 


-H 


414.5 


415.4 


15.93 


183 


-Me 


-H 


-H 


-H 


-H 


-H 


-CH2CH(OH)CH3 


418.5 


419.4 


13.19 


184 


-Me 


-H 


-H 


-H 


-H 


-H 


-(CH2)20H 


404.5 


405.6 


9.29 


! 185 


-Me 


-Me 


-Me 


-H 


-H 


-H 


-Me 


402.5 


403.4 


10.12 


186 


-Me 


-H 


-H 


-H 


-H 


-H 


-(CH2)3NHS02Me 


495.6 


496.4 


13.06 


187 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)30H 


432.5 


433.4 


10.14 


188 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)3NMe2 


459.6 


460.5 


8.39 


189 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)2NMe2 


445.6 


446.5 


9.42 


190 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)2NEt2 


473.6 


474.5 


10.85 


191 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)2-(1 -morpholino) 


487.6 


488.5 


10.49 


192 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)2-(1-piperidino) 


485.6 


486.6 


11.30 


! 193 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)3NEt2 


487.7 


488.5 


958 


194 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)3-(1 -morpholino) 


501 .6 


502.3 


9.69 


195 


-Me 


-H 


-H 


-H 


-H 


-H 


-(CH2)20Et 


432.5 


433.4 


16.28 


196 


-H 


-H 


-Me 


-H 


-H 


-H 


-Me 


374.4 


375.4 


9.67 


197 


-Me 


-H 


-(CH2)20Et 


-H 


-H 


-H 


-Me 


446.6 


447.4 


13.83 


198 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)2CONHEt 


473.6 


474.5 


12.35 


199 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)3NHS02Me 


509.6 


510.7 


11.96 


200 


-Me 


-H 


-Me 


"H [ 


-H 


-H 


-(CH2)3NHCOMe 


473.6 


474.5 


10.72 


201 


-Me 


-H 


-H 


-H 


-H 


-<CH2)3- 


400.5 


401.4 


14.04 


i 202 


-Me 


-H 


-Me 


-H 


-H 


-H 


-(CH2)2C02Me 


460.5 


461.4 


13.57 


203 


-Me 


-H 


-H 


-H 


-H 


-H 


-CH2C02t-Bu 


474.6 


475.4 


22.50 


204 | 


-Me 


-H 


-H 


-H 


-H 


-H 


-CH2C02Et 


446.5 


447.4 


19.17 


205 


-Me 


-H 


-H 


-H | 


-H 


-H 


-(CH2)2NH2 


403.5 


404.5 


12.06 


! 206 


-Me 


-H 


-H 


-H 


-H 


-H 


-(CH2)2NHAc 


445.5 


446.5 


12.77 


207 


-Me 


-H 


-H 


-H 


-H 


-H 


-(CH2)2NHS02Me 


-481.6 


-482.4- 


1 14:26: . 
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m 22 

R4a 



V \, / R4G 

H R4d 



mmm 

No. 


R4a 


R4b 


R4c 


R4d 


R4e 


R4f 


mol weight 
(free base) 


mass 
(m/e) 


HPLC r.t. 
(min) 


i 208 


-Me 


-H 


-.Pr 


-H 


-H 


-Me 


430.6 


431.4 


12.66 


209 


-Me 


-H 


-CH2C02H 


-H 


-H 


-H 


432.5 


433.4 


1 1.61 


210 


-Me 


-H 


-(CH2)2NH2 


-H 


-H 


-H 


417.5 


418.2 


11.94 


211 


-Me 


-H 


-(CH2)2-(1 -morpholino) 


-H 


-H 


-Me 


501.6 


502.3 


11.39 


212 


-Me 


-Me 


-Me 


-H 


-H 


-Me 


416.5 


417.4 


10.88 


213 


-Me 


-H 


-(CH2)2NMe2 


-H 


-H 


-Me 


459.6 


460.5 


8.36 


1 214 


-Me 


-H 


~(CH2)3NMe2 


-H 


-H 


-Me 


473.6 


474.5 


7.00 


215 


-Me 


-H 


-(CH2)2NEt2 


-H 


-H 


-Me 


487.7 


488.5 


10.10 


216 


-Me 


-H 


-(CH2)3NEt2 


-H 


-H 


-Me 


501.7 


502.5 


7.67 


217 


-Me 


-H 


-(CH2)3-(1 -morpholino) 


-H 


-H 


-Me 


515.7 


516.6 


9.95 


| 218 


-Me 


-H 


-(CH2)3NH2 


-H 


-H 


-H J 


431.5 


432.5 


10.66 


219 


-H 


-H 


-Me 


-H 


-H 


-Me 


388.5 


389.4 


9.04 


| 220 


-Me 


-H 


-Me 


-H 


-H 


-(CH2)2NH2 


431.5 


432.5 


11.57 


221 


-Me 


-H 


-(CH2)3NH2 


-H 


-H 


-Me 


445.6 


446.5 


11.53 


| 222 


-Me 


-H 


-Me 


-H 


-H 


-(CH2)20Et 


460.6 


461.4 


13.79 


223 


-Me 


-H 


-Me 


-Me 


-Me 


-Me 


430.6 


431.4 


13.63 


224 


-Me 


-H 


-(CH2)3-(1 -morpholino) 


-H 


-H 


-nPr 


543.7 


544.6 


12.60 


225 


-Me 


-H 


-<CH2)3NHCOMe 


-H 


-H 


-H 


473.6 


474.5 


12.67 


226 


-Me 


-H 


-(CH2)3NHS02Me 


-H 


-H 


-H 


509.6 


510.4 


14.07 


227 


-Me 


-H 


-(CH2)3NHCOMe 


-H 


-H 


-Me 


487.6 


488.5 


13.60 


228 


-Me 


-H 


-(CH2)3NHS02Me 


-H 


-H 


-Me 


523.7 


524.4 


15.08 
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m. 23 




mm 

\ No. 


R5a 


R^h 




riOQ 


MoG 


Hot 


mol weigh! 
(free base) 


mass 
(m/e) 


HPLC r.t. 
(min) 


229 


-H 


-Me 


-Me 


-Me 


-Me 


-H 


433.6 


434.5 


8.43 


230 


-H 


-Me 


-Me 


-Me 


-H 


-H 


419.5 


420.5 


11 ^4 


231 


-H 


-H 


-Me 


-Me 


-H 


-H 


405.5 


406.5 


o .oo 


232 


-H 


-H 


-Me 


-Me 


-Et 


-Et 


461.6 


462.5 


9.37 


| 233 


-H 


-Me 


-Me 


-Me 


-nPr 


-H 


461.6 


462.5 




234 


-H 


-Me 


-Me 


-Me 


HPr 


-H 


461.6 


462.5 


1 1 At) 


235 


-H 


-Me 


-Me 


-Me 


-Et 


-H 


447.6 


448.5 


11.33 


nop 

236 


-H 


-H 


-Me 


-Me 


-nPr 


-H 


447.6 


448.5 


15.18 


237 


-H 


-H 


-Me 


-Me 


-iPr 


-H 


447.6 


448.5 


14.99 


238 


-H 


-H 


-Me 


-Me 


-Me 


-H 


419.5 


420.5 


17.79 


239 


-H 


-H 


-Me 


-Me 


-Et 


-H 


433.6 


434.5 


13.47 


240 


-H 


-H 


-Me 


-Me 


-Me 


-Me 


433.6 


434.5 


8.00 


241 


-H 


-H 


-S02Me 


-H 


-H 


-H 


455.5 


456.3 


11.78 


242 


-H 


-H 


-S02Me 


-H 


-Me 


-H 


469.6 


470.3 


12.31 


243 


-H 


-H 


-S02Me 


-H 


-Me 


-Me 


483.6 


484.3 


11.11 


244 


-H 


-H 


-S02Me 


-H 


-Et 


-H 


483.6 


484.3 


13.65 


245 


-H 


-H 


-S02Me 


-H 


-nPr 


-H 


497.6 


498.3 


15.29 


246 


-H 


-H 


-S02Me 


-H 


-iPr 


-H 


497.6 


498.3 


15.10 


247 


-H 


-H 


-COMe 


-H 


-Me 


-Me 


447.5 


448.5 


10.22 


248 


-H 


-H 


-COMe 


-H 


-Et 


-H 


447.5 


448.5 


12.92 


249 


-H 


-H 


-COMe 


-H 


-Et 


-Et 


475.6 


476.5 


11.99 


250 


-H 


-H 


-COMe 


-H 


-nPr 


-H 


461.6 


462.5 


14.58 


251 


-Me 


-Me 


-Me 


-Me 


-H 


-H 


433.6 


434.5 


13.59 


252 


-Me 


-Me 


-Me 


-Me 


-Et 


-H 


461.6 


462.5 


12.96 


253 


-Me 


-Me 


-Me 


-Me 


-nPr 


-H 


475.6 


476.5 


15.96 


254 


-Me 


-H 


-Me 


-Me 


-H 


-H 


419.5 


420.5 


10.28 


255 


-Me 


-H 


-Me 


-Me 


-Et 


-H 


447.6 


448.2 


15.05 


256 


-Me 


-H l-Me -« 




-nPr _ 


-H: —~: 


-46K6- -I 


-462.5 


17.10 | 
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m 24 




N — R6b 

/ 
R6c 



— R6d 
R6e 



MO. 


R6a 


R6b 


R6C 


R6d 


R6e 


mol weight 
(free hasp) 


mass 
(mfe) 


HPLC r.t. 
fmip) 


^0/ 


-H 


-Me 


-Me 


-H 


-H 


419.5 


420.5 


7.93 


ZOO 


-H 


-Me 


-Me 


-Me 


-H 


433.6 


434.5 


8.60 


osq 
zoy 


— H 


-Me 


-Me 


-Me 


-Me 


447.6 


448.5 


7.13 


260 


-H 


-Me 




—Pi- 
nt 


n 


A A~I C 

447.6 


448.5 


10.18 


261 


-H 


-Me 


-Me 


-Et 


-Et 


475.6 


476.5 


8.81 


262 


-H 


-Me 


-Me 


-nPr 


-H 


461.6 


462.5 


12.59 


263 


-H 


-Me 


-Me 


-iPr 


-H 


461.6 


462.5 


11.88 


264 


-Me 


-Me 


-Me 


-H 


-H 


433.6 


434.5 


9.61 


265 


-Me 


-Me 


-Me 


-Me 


-H 


447.6 


448.5 


! 7.42 


266 


-Me 


-Me 


-Me 


-Me 


-Me 


461.6 


462.8 


7.34 


267 


-Me 


-Me 


-Me 


-Et 


-H 


461.6 


462.5 


8.39 


268 


-Me 


-Me 


-Me 


-nPr 


-H 


475.6 


476.5 


10.03 


| 269 


-Me 


-Me 


-Me 


-iPr 


-H 


475.6 


476.5 


9.43 


270 


-H 


-S02Me 


-H 


-H 


-H 


469.6 


470.3 


12.19 


! 271 


-H 


-S02Me 


-H 


-Me 


-H 


483.6 


484.3 


12.61 


272 


-H 


-S02Me 


-H 


-Et 


-H 


497.6 


498.3 


13.85 


273 


-H 


-S02Me 


-H 


-Et 


-Et 


525.7 


526.4 


13.07 


274 


-H 


-S02Me 


-H 


-nPr 


-H 


511.7 


512.6 


15.42 


275 


-H 


-S02Me 


-H 


HPr 


-H 


511.7 


512.6 


15.16 


276 


-H 


-COMe 


-H 


-H 


-H 


433.5 


434.5 


11.23 


277 


-H 


-COMe 


-H 


-Et 


-H 


461.6 


462.5 


12.92 


278 


-H 


-COMe 


-H 


-Et 


-Et 


489.6 


490.5 


12.13 


279 


-H 


-COMe 


-H 


-nPr 


-H 


475.6 


476.5 


14.48 



3125 




N — R7a 



N-R7b 
R7c 



No. 


R7a 


R7b 


R7c 


mol weight 
(free base\ 


mass 
(rule) 


HPLC r.t. 
fmirrt 


280 


-H 


-propargyl 


-Me 


386.5 


387.4 


12.99 


281 


-Et 


-propargyl 


-Me 


414.5 


415.4 


11.99 


282 


-propargyl 


-(CH2)2NMe2 


-Me 


457.6 


458.6 


12.52 


283 


-(2-pyridyl) 


-Me 


-M 


439.5 


440.6 


12.65 


284 


-Me 


-Me 


-H 


362.4 


363.3 


12.24 


285 


-Ph 


-Me 


-Me 


438.5 


439.5 


14.73 
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1)9 



m 26 



R8b 

R8g 
\ 

N-R8f 

| N — R8e 

R8d 



mi&m 

No. 


R8a 


R8b 


R8c 


R8d 


R8e 


R8f 


R8g 


mol weight 
(free base) 


mass 
(m/e) 


HPLC r.t. 
(min) 


286 


-F 


-Me 


-H 


-Me 


-(CH2)3- 


-Me 


392.5 


393.6 


13.03 


287 


-F 


-Me 


-H 


-(CH2)2-0-(CH2)2- 


-H 


-(CH2)2NMe2 


465.6 


466.4 


10.44 


i 288 


-F 


-Me 


-H 


-(CH2)2-0-(CH2)2- 


-Me 


-(CH2)2NMe2 


479.6 


480.7 


13.07 


289 


-H 


-H 


-H 


-Me 


~(CH2)2- 


-Me 


346.4 


347.4 


12.16 


! 290 


-H 


-Me 


-Me 


-Me 


-(CH2)2- 


-Me 


374.5 


375.7 


15.49 


291 


-H 


-Me 


-Me 


-(CH2)2-0-(CH2)2- 


-H 


-<CH2)2NMe2 


461.6 


462.5 


12.88 


292 


-H 


-Me 


-Me 


-(CH2)2-0-(CH2)2- 


-Me 


-(CH2)2NMe2 


475.6 


476.5 


14.08 


293 


-H 


-Me 


-Me 


-(CH2)2-0-(CH2)2- 


-Me 


-Me 


418.5 


419.4 


14.47 


294 


-H 


-Me 


-Me 


-(CH2)2-0-(CH2)2- 


-H 


-Et 


418.5 


419.4 


15.72 


295 


-H 


-Me 


-Me 


-Me | -(CH2)3- 


-Me 


388.5 


389.4 


14.77 


296 


-H 


-Me 


-Me 


-(CH2)2-0-(CH2)2- |-H 


-Me j 


404.5 


405.6 


14.44 




mmm 297 -mmm 3 1 7 
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m2 7 



No. 




1 

its®* 


1H NMR 


I 




: SoJven 


t (ppm) 




297 


OH 


N'-(3-[1 -{3-^>y-r;U^x- 
/U)x^;u]-ih-1.2,4-MJ7 
V— ;u-5~ f ;uhN-(2- 1 Kd 4 


400 


CDCI3 


1 .70(d. 3H. J=7 3H2> 3 25fa 2H J=5 0Hy> n- 
3.44(m. 4H). 3.56-3.66(m. 2H), 3.69-3.75(m 4H) 
4.23(q, 1H. J=7.3HzX 6.65(t 1H. J=5.0Hz), 7.37- 
7.50(m, 3H). 7.55-7.62(m. 3H), 7.77-7.88(m. 3H) 




298 


CH 3 


[3-<1-{5-[(1,3-v;>^;U-2-'1'5 
2V v ~ 'J ir >T H- 
1 ,2.4-h »J 7V — ;U-3-W ;Ujx^ 


400 


CDCI3 


1.69(s. 3H. J=7.0Hz), 2.70(s, 6H). 3.39-3.41(m, 
4H), 4.23(q, 1H, J=7.0Hz). 7.36-7.79(m, 9H) 




299 


HqC 


N'H3-[H3-K>»y-<;^xz 

;U)X5=-;U>1 H-1 ,2,4-h »;7 

!/— ;u-5--ou)-n— fv^oe 

5KT5K 


400 


d6- 
DMSO 


1.09Cd, 3H, J=6.4Hz). 1.1 0(d, 3H, J=6 4Hz) 
1.63(d, 3H, J=7.2Hz), 3.31(br s. 4H), 3.54(br s, 
4H), 3.67-3. 73<m, 1H), 4.42(br q. 1H, J=6.7Hz), 
7.51-7.72(m, 9H), 8.51(br s. 1H). 10.55(br s, 1H) 
14.07(brs. 1H) 


300 


° H 


[3-<W5-Kl.3-v^^^hvt 
5y>1H-1.2.4-h'J7"y— >U-3- 


400 


CDCI3 


1.68(d. 3H, J=7.2Hz). 1.96(quint, 2H. J=6.1Hz) 
2.84(s. 6H). 3.23-3.27(m. 4H), 4.21(q, 1H, 
J=7.2Hz), 7.37(t, 1H, J=7,7Hz). 7.44-7.4 7(m. 2H) 
7.56-7.60(m. 3H). 7.77-7.82(m. 3H) 


301 




KJ'-J^~ri_/'i_^ » /y it — — 
" i J L 1 \J "^-^ ✓ -l /U^/X — 

;UTSy)^ntf;u}-4-^;u^'j 


400 


CDC13 


1.98(br d. 3H. J=5.9Hz), 2.35(br s. 2H) r 2.91(br s 
6H). 3.52(br s. 10H), 3.88(br s. 2H). 4.82(br q. 
1H. J=5.7Hz), 7.45-7.49(m. 3H). 7.57-7.62(m, 

2H). 7.76-7. 79(m, 2H). 7.85-7.86(m. 1H), 7.98(br 
s, 1 H). 9.72(br s. 1H). 10.40(br s. 1H) 


302 


H MO 


N'H3-[i-(3-<>*y >r;u^xx 

;U)x^;U}-lH-1.2,4-h»JT 
;U-5--OuBK2-<2-t K 


400 


d6- 
DMSO 


1.63(d, 3H, J=7.2Hz), 3.27-3.50(m, 12H). 3.55(br 
s, 4H). 4.43<br q, 1H, J=7.0Hz), 7.50-7.72(m. 9H) 
8.81(br s. 1H). 10.70(brs, 1H). 14.05(brs. 1H) 


303 




;Wx^;UJ-iH-1,2.4-h'JT 


400 


CDCI3 


1.7l(d. 3H. J=7.2Hz), 2.28(t IK J=2.4Hz), 
2.78(s, 3H), 3.20(m. 2H), 3.14-3.28(m, 4H). 3.59- 
3.67(m, 4H). 3.85Cbrs. 2H), 4.22(q, 1H, J=7.2Hz) 
?.37-7.49(m, 3H), 7.54-7.64(m, 3H), 7.76-7.87(m 
3H) 
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m.2 8 



No. 






1H NMR 


MHz 


Solvent 


£(ppm) 


304 


o 


NHHi-o-^y-ou^x- 

>U)X-y- H-1 .2.4-MJ7 
■jv-;u)x^;u)-4-^;u;t;»J> 


inn 


d6- 
DMSO 


1.65(d, 3H J=7.14Hz). 1.94(br s. 4H). 2.98(br s, 
2HJ. 3.35(br 6. 6H), 3.56(br s. 8H), 4.40(q, 1H. 
J=6.6Hz). 7.50-7. 74(m. 9H). 10.99<brs, 1H) 


305 


p 

HH — \ 

/-v /*■ 

\ / \ J \ 


^xX^X^/l/j-IH-l^-hV 


400 


CDCI3 


1.65(s. 3H). 1.72(d, 3H. J=7.2Hz). 3.22-3.39(m. 
8H). 3.67-3.75(m. 4H), 4.25(q. 1H J=7 2Hz) 
6.68<br. 1H), 7.37-7.68(m. 7H). 7.74-7.81<m. 2H). 
7.73(m, 1H) 


306 


o 
11 

HN— S— CHj 


NH3-[M3-^>'y-r;u^xn 
;U)X^ /L0- 1 H-1 ,2,4-J- ij 7 

x;U7ttx;u)T5-/Jx^;i,)-4- 

K 


400 


CDCI3 


1.72(d, 3H. J=7.2Hz), 2.79(s, 3H), 3.20(m, 2H). 
3.31-3.42(m. 6H), 3.67-3. 7 6(m. 4H), 4.29(q, 1H. 
J=7.2Hz). 6.54(brt. 1H, J=6.0Hz), 7.29(brt, 1H, 
J=5.4Hz). 7.37-7.51 (m. 3H). 7.54-7.63(m. 3H). 
7.75-7.8 Km. 2H). 7.89(m. 1H) 


307 


H,C x 


im — io-li— \^" y ^^ f y *i /U-^x — 
;U)x^;t,]-1 H-1 ,2.4-MJ 7 
7— ;u-5— OUj-N-fe-Ci;*? 1 
;u75y)x^;i0-N->^;u-N- 




CDCI3 


0.83(t 3H. J=7.4Hz), 1.46(m, 2H). 1.68(d, 3H, 
J=7.2Hz), 2.26(s. 3H). 2.49(t 2H, J=6.4Hz), 
Z.B4U. 3HJ. 3.05(m. 2H}, 3. 30-3.4 3(m, 2H). 

4.22(q, 1H. J=7.2Hz). 7.35-7.64(m. 6H), 7.75- 
7.84(m, 3H).8.47(brs. 1H) 


308 




[3HH5-K1 -(2-xh* i/if 

2(1Hhtr'J5^-»Jv r »7Sy]- 
1H-1.2.4-MJ7V— ;U~3--f;U) 
x^ ;u)^x - ;iOC7xx;i,)> ? 
y> 


400 


CDC13 


1.12ft. 3H, J=7.0Hz), 1.66{d, 3H. J=7.0Hz), 1.93- 
1.99(m. 2H). 2.69(s. 3H), 3.21-3.25(m. 2H), 3.36- 

3.42(m. 4H). 3.50-3.52(m. 4H). 4.20<q, IK 
J=7.0Hz), 7.37(t. 1H, J=7.5Hz), 7.46-7.81 (m. 8H) 


309 




!3-t1-(5-{[(3-tKD^v/-1-tr 
D'Ji;-;uX4-^;U7^Ux;u) 
>f 1| ;7 r >3Tay}-1H-1.2 ( 4-h 


400 


CD30D 


I^SCd. 3K J=7.2Hz). 1.96-2.14(m, 2H), 3.21- 
3.38(m, 4H), 3.48(m. 1H). 3.53-3.62(m, 4H), 
3.64(m. 1H). 3.75(m. 1H). 3.86(m. 1H). 4.36- 
4.49(m. 2H). 7.47-7.58(m. 3H). 7.58-7.68(m. 3H). 

7.68-7.81 (m. 3H) ! 


310 




(3-[M5Ht>(4^E;u^y-^) 
>^U>]TS/h1H-1,2,4-h»J 
;u-3— r;u)x^;uT7xx 
;uK:?xxju)>$y> 


300 


CDCI3 


1.89(d, 3H. J=7.2Hz). 3.52(br.s, 8H), 3.67(br.s. 
8H), 4.79(a IK J=7.2Hz). 7.42-7.50(111, 3H). 
7.56-7.61 (m. 2H). 7.74-7.78(m. 2H). 7.82-7.85(m, 
1H). 8.03(br.s. 1H). 



WO 01/05774 



PCT/JPOO/04616 



122 



m.2 9 



No. 




I 


1 

i 


I 

1H NMR 


MHz 


Solven 


t 6(ppm) 


311 




0 

Ha HjC 


NH3-[M3-^>7-f;u7x- 
;U)Xf ;U]-1H-1.2.4-HJ7 

;u-5— OH-N.N—i/^yu- 


400 


CD30C 


1.75(d, 3H, J=7.2Hz), 3.00-3.28(m, 10H) 3 60- 
) 4.00(m, 4H). 4.43Cq. 1H. J=7.2Hz), 7.50-7.56(m. 
3H), 7.62-7.67(m, 3H), 7.73-7.90( m . 3H) 


312 




o 


NS3-C 1 -{3-K> y -< ; 

yu>x^;u]~i h-i ,2.4-h ' )T 
i/— ;u-5— f ;uhN, n-^ if- ;u 
-4-^^;u^v';>^;u^^v 
-<5KTSK 1.l-v^*>K % 


400 


CD30D 


1.06-1.22(m. 6H), 1.75(d. 3H, J=7.2Hz). 3.09- 
3.31(m, 4H). 3.36-3.55(m, 4H). 3.69-3.95(m, 4H), 
4.44(q, 1H, J=7.2Hz). 7.50-7.56(m. 3H), 7.61- 
7.68(m. 3H), 7.71-7.83(m, 3H) 


313 






;u)x^;u]-iH-i t 2.4-h';7 
*y — ;u-5— f ;uhN-t3-< V > 


400 


CDC 13 


1.68(d. 3H J=7.0Hz), 1.68-1.74(m, 2H). 2.18(s 
6H). 2.27(t 2H, J=6.0Hz), 2.98(s. 3H). 3.32- ' 
3.35(m. 2H). 4.2 1(q, 1H, J=7.0Hz). 7.34-7.85(m, 
9H). 8.33(brs, 2H). 


314 


a- 


° n hc. 


13-11 -C5-tt4-^/u J _;Ki- 
y }- 1 H- 1 ,2.4- h »J7 1/ — J U-3-< 


400 


CD3O0 


1.76(d, 3H. J=6.8Hz>. 1.88-2.10(m, 4H), 3.18- 

o.os^m, in), o.<*9-j. /uim, on). 4.44(q, 1 H, 
J=6.8Hz), 7.47-7.60(m. 3H). 7.60-7. 73(m, 3H), 
7.73-7.82(m. 3H) 


315 


i 


J ( HN , v 

3 H 2HCJ 


NH3-[1 -O-'O y 
n^X^juJ-lH-l.^-h'JT 
S/— ^-S—OuhN-x^;!^- 
>f ;u-1-e^^v>*;u;t<^ 


400 


CD30D 


1.22 (t 3H, J=6.9Hz), 1.74<d, 3H. J=6.9Hz). 
2.94<s. 3H). 3.15-3.37(m, 4H). 3.45-3.73(m. 4H). 
4.00(q. 2H. J=6.9Hz). 4.43(q, 1 H, J=6.9Hz), 7.49- 
7.58Cm, 3H). 7.58-7.69(m, 3H). 7.69-7.81(m. 3H), 


316 




NHS-tl-O-K^/^-f^^xX 
;u)x^;u]-i H-i ,2,4-h 'JT 


400 


CDC13 


1.31-1.39(m, 2H). 1.43-1.53Cm, AH), 1.69(d. 3H, 
J=7.2Hz), 3.17(q, 2H, J=5.0Hz). 3.26-3.34(m, 
4H),3.53(t. 2K J=6.4Hz), 3.68-3.70(m. 4H). 
4.23(q, 1H, J=7.2Hz).7.40(t 1H, J=7.7Hz). 7.43- 
7.49(m. 2H), 7.53-7.61(m, 3H). 7.76-7.84(m, 3H) 
8.85(brs. 1H). 


317 


O N C t 


NW3-[1-(3-'<>l/-f;U^xX 
A0x^;t0-1H-1,2,4-Hj7 

/— ;u-5— ou}-n-(2.2.2-hj:? 
ju*-ax^;i,>-4-^;u7fc';>2> 


300 


d6- 
DMSO 


1.63(d, 3H. J=7.1Hz). 3.24(br s, 4H). 3.56<br s, 
4H). 4.05(br s. 2H). 4.37(br s. 1H). 7.53-7. 73(m, 
9H) 



mmm3 1 8 

(3-{l-C5-(2-(4-^;l/zh'J~;i/)-5.6-^b Kn-l(4H)-bTU § ^->>t/)-lH-l. 2. 4- 
h 'J 7 '/-;h 3-^ ;^xf ;y} 7 x-;V) (7 x ^ ^? j > 
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#^J5 5Wc{fc^i (l.Og) £->*;**-9-> (10ml) fc&^U 3-7^ J -\ 

^ DD ^> (20ml) C^L/ci. 0°CK}<££PiL hUx^7=> (0.41ml) 
, i&lb*$>XJl<*-JU (0.24ml) £ijD*., 2B#r^M^L/c 0 g£*nJ&Yb7 > ; E- 
mm**m. nm&. mil/c. mhtitimm^^^^iy uomn Kjg^u 

21^1^^ h V ^^TkWtiz. (10ml) ?:inA, 7O°CT'10f Rgjjnf&if # ^iSK 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.69(d, 3H, J=7.2Hz), 1.84(m, 2H), 3.01- 
3.09(m, 4H), 3. 38-3. 47 (m, 2H), 3. 58-3. 72 (m, 4H), 3. 77-3. 85 (m, 2H), 4.24( 
q, 1H, J=7.2Hz), 7. 38-7. 51 (m, 3H), 7.56-7.66(m, 3H), 7. 77-7. 83(m, 3H) 

mmrnz 1 9 

[3-(l-{5-r2 -(4-^E;l/^U— >>I/)-4.5-->'b: KP-1H-- f 5 jflf—Jl/-! — f ;l/"]-lH-l. 2 
, 4- h 'j 7 '/-;l/-3--r M x^;i.) 7 x-;i/3 (7 x_;l>) ^ 7 > 



'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.77(d, 3H, J=7.2Hz), 3.30-3. 42(m, 4H), 
3.57-3.64(ra, 4H), 3.71-3.77(m, 2H), 4. 10(brt, J=8.3Hz), 4. 52(q, 1H, J=7. 
2Hz), 7.40-7.50(m, 3H), 7.57-7.68(m, 3H), 7.75-7.80(m, 3H) 
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&Mm 320 

{3-[l-(5-T3 y-lH-1.2.4- b ■J7-/-;K3-y])xf;bl7x-;|/}(7x-;bW 




] H-NMR(400MHz, CD 3 0D) 5 ppm: 1.67(d, 3H, J=7.2Hz), 4.27(q, 1H, J=7. 2Hz) 
, 7.50-7.60(m, 4H), 7.62-7.70(m, 3H), 7.74-7.78(m, 2H) 



i 




-b* i7or-x?ioB*MiD«iLfc. u »**$/y#Y;i^ 

D77h^7n-iIU, §«J«Sj(15.2g) 

'H-NMR(300MHz, CDCl 3 )5ppm: 1.44(d, J=7. 1Hz), 1.57(d, J=7.1Hz), (total 

3H, 5:1), 3.54(q, J=7.1Hz), 4.34(q, J=7. 1Hz), (total 1H, 5:1), 3.99-4.1 
Km, 5H), 4.53(br, 2H), 7. 13-7. 52(m, 9H) 
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mmm 2 

3- {l-[3-(2-7x- j]/- 1 . 3- jpV7 >-2-^T ^)7i~Mx^) -5--Y 




#%$J 1 •e#fe^«(18.3g)«Zkry S»(100mL)#, ^t7j<||| £400^^/8 £ 
1±^y->*>«r»fiEBfeScU, ffi^T^ K*IW# (23. 6g) M#/c 0 ^CO^^T^ K 
£T-fe b-hU;K240ml)/zK(100mL)(r^^U, jfigMbaKlR (9. 5mL) £*?frT«i 

^rVl/77^A^PV (^#+>->/@^^a:9 1 ;l/4 : 1 — 1 : 1) T*mm 

LT@0»(7. 5g)=M#/c. 

'H-NMR (300MHz, CDC1 3 ) Sppm: 1. 61 (d, 3H, J=7. 1Hz) , 4. 05(s, 4H) , 4. 09(q, 1H, J= 
7. lHz),4. 30(br. s, 2H), 5. 97(s, 1H), 7. 13-7. 18 (m, 1H), 7. 21-7. 36(m, 5H), 7. 44-7. 5 
3(m,3H). 

#tM3._ 
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'H-NMR( 300MHz, CDC1 3 ) 8 ppm: 1. 67(d, 3H, J=7. 1Hz), 2. 56(br. s, 6H), 4. 05(s, 4H 
) , 4. 23(q, 1H, J=7. 1Hz), 6. 61 (s, 1H), 7. 14-7. 19(m, 1H), 7. 21-7. 35(m, 5H) , 7. 47-7. 5 
2(m, 3H). 

5 4 

^ ^;l/N-(3-{l-r3-(2-y^_;i,-i.3-^^V^>-2-^^)T J i-;Vlj:^^)- fi 



-^V^7V V ;i/) -4-qE J±fr y > ^7 ;t//ftV 5 K ^ ;f J. - K 



10 





SMe 




SMe 



■H-NMR (300MHz, CDC1 3 ) 5 ppm: 1. 65(d, 3H, J=7. 1Hz), 2. 23(s, 3H), 3. 72(br. s, 8H 
) , 4. 04(s, 4H) , 4. 18(q, 1H, J=7. 1Hz) , 6. 45(s, 1H) , 7. 15-7. 35 (m, 6H) , 7. 47-7. 51 (m, 3 
H). 



15 #%#J5 

N, N -^ *)V-W -(3-{l-f3-(2-^ x-/U-l. 3->'^^ V y V-2--T ^7xr 



20 




Me^ kl .Me 
N 




#fM2ti#^i (3.00g) <Diklt*?-Uls®m(50mL)lZi) 
« W7j<T-^#^ h y * A T-tt* U »« * »5fe U T B W% (4. OOg) ft f#fc 
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'H-NMR (300MHz, CDC1 3 ) 8 ppm: 1. 65(d, 3H, J=7. 1Hz), 3. 17(s, 6H), 4. 04(s, 4H), 4 
. 19(q, 1H, J=7. 1Hz), 6. 49(s, 1H) , 7. 14-7. 35(m, 6H), 7. 48-7. 52 (m, 3H) . 

5 ##^J 6 



XZagazig J. Phara. Sci. (1996), 5(1), 29-35) (7. 26g) (3D >( 100ml) 

M»(2.60g)O*(35ml)»jR%inA, «^T, 95X-^D*$/T>(3.45g) 

15 l H-NMR(270MHz, d 6 -DMS0) 8 ppm: 1.59(d, 3H, J=7.2Hz), 4. 34(q. 1H, J=7. 2H 
z), 6.92(br-s, 2H), 7. 17-7. 25(m, 2H), 7. 37-7. 55(m, 6H) 



###J7 

5-<l-C3-C2-7x^;i^l.3-^#V^ V-2-^>P)7x^;H3i¥-^}-1.3.4-^» 
20 ^rVTV-)W2-y ^ > 



2-7^ > 




NHNH 2 





Me 




)= / Vo 

~9 4> — NH2 



NHNH 2 
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#%$J2 1 T-f#/cfk^^(32.88g)$r^7j-^-9->(500ml){l}#^U, «W(9.73g) 

*(50ml)«;iD*., * t, (1 1. 5B# ftrtflUfelgAfc 
ttifiUTteJfcU Bl$«fe(23.10g)£f#fc 8 
5 'H-NMR (270MHz, CDCl 3 )5ppm: 11.67(d, 3H, J=7.2Hz), 4. 03-4. 08(m, 4H), 4 
. 16(q, 1H, J=7.2Hz), 4.92(br-s, 2H), 7. 17-7. 52(m, 9H) 

mmm 8 



^m^SI^T. ##^7T*W^>fl:^(19.64g)$rDMF(58inl)(r^^U, 0*Cl?20 

15 ffK8.86g)«TU 2 *b £30#»#&, 20M- 7 J<®Kb^- h 'J A*?S*(3. 5ml) % 
10^*M7t«Tl» £»fcHUT305Hf#3L 0TCT-3-K^^>(19.83g)*ip 
A, 4B#5gjfmiL Rfctt*#(50QBl)K:&g\ B«:^>>l/T*«£fc} U W«JlS:f£ 

KTJRmU B«J*&|(20.18g)fc»/c. 
20 'H-NMR (270MHz, CDCl 3 )<5pp m : 1.73(d, 3H, J=7.3Hz), 2.60(s, 6H), 4.05(s, 
4H), 4.30(q, 1H, J=7.3Hz), 7.22-7.39(m, 6H), 7.48-7.53(m, 3H) 





Me 



2L±2k N-(5-{l-r3-(2-7x -^-l,3->>^^V7>-2-^^)7x-^lx^;U-l 
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SMe 

A. 




SMe 

N. ^-N^SMe 



mmmm^T. 8 -C»/c<b^»(14.26g)ftTHF(280ml) tr»*»U ^Ut* 

y >(3.37g)fcira*., £fiT?3l&M»#tiL U i/'J^y^7A(^D 

'H-NMR (270MHz, CDCl 3 )5ppm: 1.70(d, 3H, J=7.3Hz), 2.03(s, 3H), 3.68-3. 
72(m, 4H), 3.77-3.81(m, 4H), 4.04(s, 4H), 4.24(q, 1H, J=7.3Hz), 7.24-7:3 
8(m, 6H), 7.46-7.50(111, 3H) 

1 0 

N-(5-{l-r3-(2-7 . ^ V 7 >-2-^f jP) 7 x^;l/]xf 




=/ n . \ N l - I. 




SMe 

// M c= 

, , j—W SMe 

N . - 

^fH^SI^T, ##0>J8T*f#^i'fb^(11.25g)$rTHF(25Oml)(c:^^U, 

;i/*>j >(2.76g)§:inA, £&-?i2i$Mat&3L fcEssitufc. ajs*^>y*y 

>>l/^^A(^DP^;l/A/p<^y-;l/=l/0~100/l~50/l)(lTMML, §6»(12. 
37g, 3tfe?R#)fc&/c. 

'H-NMR(300MHz, CDCl 3 )5ppm: 1.70(d, 3H, J=7.2Hz), 2.02(s, 3H), 2.66-2. 
70 (m, 4H), 4.04-4.09(m, 4H), 4.24(q, 1H, J=7.2Hz), 7.22-7.39(m, 6H), 7.4 
7-7. 50 (m, 3H) 
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l l 




o 



3-^D*-4-p<^«AS»(10g)^jyfc-fb^^=^ (50ml), DMF (0.1nl)&«# 

#t>K*B?t<D^>-rf > (100ml)*»^ai^T/P5=^A (7. 4g) fcjfflAfcft, 6 
10 B#f^M5S^U/c 0 ^ja»z?friPft, ELi&m*\Q%mfc*mWL (300ml )££>#, h 
J\yJL> (200ml) L/c. »e»nfeW«Ji*10%*||-fb^ h U *> 

(200ml), ttfflfttt* (200ml )Tift*HJL lit h 'j >) Al:t^lU «j£«tt 

15 T3»m^ffV\ g 65^(8. 8g) 

'H-NMR (300MHz, CDCl 3 )5ppm: 2.49 (s, 3H), 7.35 (d, 1H, J=10.5Hz), 7.5 
0 (dd, 1H, J=11.0Hz), 7.51 (d, 1H, J=10.5Hz), 7.58-7.66 (m, 2H), 7.76- 
7.80 (m, 2H), 7.98 (s, 1H, J=2. 0 Hz). 

20 1 2 

5-^ > W ^-2- ^ > V— S \J 
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ja-C->TWkft (I) (2.0g)£jjn*_, 180°CTi34B#TO^U/c„ MfcJfriUaL 
£/fc^£10%:n^U>^7 * (200ml)»Z*W, mm^JU (100ml) KT3 

mmttitfr o*. nhtitzmmm** (2oomi). (2oomi)T*^^m, 
mm^)V:^^y=\:s)\zxmm^^\ sa^(3.4 g ) 

'H-NMR (400MHz, CDC1 3 ) Sppm: 2.66 (s, 3H), 7.47 (d, 1H, J=8. 0 Hz), 7.52 
(dd, 2H, J=7.5 Hz), 7.64 (dd, 1H, J=7. 5 Hz), 7.77 (d, 2H, J=7. 0 Hz), 7. 
95 (d, 1H, J=2.0, 8.0 Hz), 8.03 (s, 1H, J=2.0Hz). 



###J 1 3 

5-yp^E-2-^ 7-Jl&M.mM 




¥mmi 2T'f#/cfbl^tJ(1.4g)£ (20ml)^^L. ^TMN-NaOH* 
mm (5ml)£jjn;U 3Hf|jDiISL/: a ^l^mk. Rfom*j< (lOOml)f' 

d00mi){r-c«£b$:^o/c o f#<bn*wa/f fcfSfnJ^;*: (10 

Oml)T*^#^ li^b'^At^iU MiLT S-'O W >^-2-p< ^ 
^<>XT^ K£#/c 0 f#^n/c^M©75«^^ (50ml)il7j<^T. ffilglft^- 
hU^A (1.7g)*»«[ (lOml)fct0o< niTl^c. 30MSM^I^CI 
U 6H#rai*#U/c. SJfcifcfc** (200ml) t^*^, ^DD^A (lOOml)fCT 
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lZ*un*JUA (100ml) *A[i*./c&, 10%«[K*»IR»wT»tt(rU» til^2 

g«F«Kl.3g)fc»fc. 
'H-NMR (400MHz, CDC1 3 ) Sppm: 2.75 (s, 3H), 7.43 (d, 1H, J=8.0 Hz), 7.51 
(dd, 2H, J=7.5 Hz), 7.62 (dd, 1H, J=7. 0 Hz), 7.80 (d, 2H, J=7. 0 Hz), 7; 
94 (d, 1H, J=2.0, 8.0 Hz), 8.49 (s, 1H, J=2.0 Hz). 

1 4 




■DKm'J^DiJK (3.3*1)**]*., 12H#^it^U/r 0 £j&««MJBE«tt 
L/c8L M^>#»*2|§|fTo/ c . 2-(2-zch=apS/)aih^^ai^y-;l, (40ml) 
, -^ic^Iol— (80ml). ^Tif;i/ K (13g)OM^^(C^T*^<^b^ U * 
A (4.2g)*Jgj£ (14ml)&tf>o< t) HjjUX. $ ->*T ^ # >77* % g£ 

!|P)tl^S©fh7kKD77> (25ml), S^ai^-^x— (25ml) 

, *£E«ttLfc. «EVVC, SfiWflltthU^A (5.3g)*&« (50ml) {rg? 
-fb«B (2.9g)fc;&n**:flL 65TCTl3inaU, * d Kf# f>n/c»jS©l, 4-^^+^ 
y (25m\)®m*ffiTLtz a 2mm'&. VcmVdZTk (50ml) £^ DD*;!/ A (50ml 
)£Ti«8tU *>m*fc (lOOmOK&tt^DO^A (100ml)CTjfctt{Ufc. ?# 
fen/cW*JBfc|Sln:fc*# (100ml)T*^^, lit h 'J OAt«l, MjEit 
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l&Lfc. H^/:Mi:^DD^M (100ml). 5%&M4b± h D £ A7j<}#M(100 
ml)£;&n*.;/kJf £&£tj L*:. mhftfc7km^? U D;fwl/A (100ml) ^iaA/cft, 1 

fD&^Jc (100ml) (CT&?HJL ^AT'S^U ^JEMIUT 

2.9g)£f#/c„ 

'H-NMR (400MHz, CDCl 3 )5ppm: 2.41 (s, 3H), 3.75 (s, 2H), 7.38 (d, 1H, J 
=8.0 Hz), 7.49 (dd, 2H, J=8.0Hz), 7.58 (dd, 1H, J=8.0Hz), 7.64 (d, 1H, 
J-1.5. 8.0 Hz), 7.70 (s, 1H, J=1.5Hz), 7.78 (d, 2H, J=1.5, 8.0 Hz). 

1 5 




mmmi 4x-w£i4b^®}(i.og)ikmt*?-u> (20mi)f~^u ^t-** 

WAfuvY (2mi)£jjQ;t/6B^m#U*. £j»£^jem&u 

ffl^,T, TK^TT'^b (5-^ > 1/^-^-2-^ JV)T^^-)V(DJ- Y ? t: Y 

(20ml)£t: Y?iS>-mum (S.SmDCD^h^t: KD777 (20ml)}£ 
^o<<J«Tlfc, 30^^, ELfom** (50ml)tZ&\jmM^Jl ( 5 0m 

-^OiDCtilU, S6»(0.60g) 
'H-NMR (400MHz, CDCl 3 )5ppm: 2.40 (s, 3H), 3.66 (s, 2H), 3.88 (brs, 2H) 
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, 6.63 (brs, 1H), 7.32 (d, 1H, J=8.0Hz), 7.49 (dd, 2H, J=8.0Hz), 7.60 
(dd, 1H, J=1.5. 8.0 Hz), 7.64 (d ; lH f J=1.5, 8.0 Hz), 7.68 (s, 1H, J=l,5 
Hz), 7.78 (d, 2H, J-1.5, 8.0 Hz). 



5 1 6 

{3-f(5-T^ M,3,4-tjp»y7^ -;l/-H;M>if^1-4-)(»;V7x-;M(7 
^—Jl)^ $ J > 




10 #M£0ijl 5 ^#fcffe^*K0.60g)fe (20ml)*c**»U 

(0.21g) 7 J<^^ (4ml), yp^>y> (0.26g)fcj|H}fcAn*, 3Bf^JS 
(100ml)fc*tt, (lOOmDT'jaajL/c. 
*M (100ml) T?j5fc»«, Kith 'J ->AT?ft«U ftEBMUfe 
. »f>n/c»a['fe>>y^mD7h^77-f- (^DDjhM:^;- ,I/=20 
:l)KT*jfg!U BWtt(0.61g)*»fc. 

'H-NMR(400MHz, CDCl 3 )5ppm: 2.46 (s, 3H), 4.10 (s, 2H), 4.95 (brs, 2H) 
, 7.30 (d, 1H, J=8.0 Hz), 7.48 (dd, 2H, J=8. 0 Hz), 7.57-7.64 (in, 2H), 7. 
74 (s, 1H, J=1.5 Hz), 7.78 (d, 2H, J=1.5, 8.0 Hz). 

##$J 1 7 

5-Cl-(2-7/U^Dri.r- K7x^l/1^-^^)x^1-i.3,4-^ 7 ^ 7 ,/^j b9 .. 

z § > 
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K(3.73g)*JnA, 90TC-C30Mn»a»Lfe. ***tt*fc U >(3. 75ml)fc»Jn& 

o 

•H-NMR (300MHz, CDCl 3 )Sppm: 1.78(d, 3H, J=7.3Hz), 4.44(q, 1H, J=7. 3Hz) 
, 5. 16(br-s, 2H), 7.08-7. 19(m f 2H), 7.33-7.56(m, 6H) 

10 

#%#'J 1 8 

5-n-(2-7 ^Pn. llz^2 3i^;i/]-1.3.4-^T^ 




'H-NMR(300MHz, CDCl 3 )Sppm: 1.84(d, 3H, J=7.2Hz), 2.59(s, 6H), 4.56(q, 
1H, J=7.2Hz), 7. ll-7.22(m, 2H), 7. 32-7. 56(m, 6H) 

20 

1 9 

N-{5-n-(2-7^Pri.l , -e'7x^l/1-4-Y;p) 3i¥-;H-1.3.4-^7^ 
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7 V- ;V2-f ;H -4- ^ )V 7fr U > # ;l/ zK - Y 5 K ± it hl - h 



// X-// V, Me 

SMe 

F ^ — N SMe 
N 




Me 




SMe 



5 . 

'H-NMROOOMHz, CDCl 3 )5ppm: 1.81(d, 3H, J=7.2Hz), 2.24(s, 3H), 3.70-3. 
85(m, 8H), 4.52(q, 1H, J=7.2Hz), 7. 10-7. 22 (m, 2H), 7. 32-7. 56(m, 6H) 

##0»J 2 0 

10 2-C3-C2-7 x-;i/-l,3- ^jrV7>-2-^^7x-;i/]yD/Vyi^;| / 




COOMe 



15 



'H-NMRCSOOMHz, CDCl 3 )5ppra: 1.48(d, 3H, J=7. 1Hz), 3.63(s, 3H), 3.71(q, 
1H, J=7. 1Hz), 4.05-4.07(m, 4H), 7. 23-7. 52(m, 9H) 



###J2 1 

2-[3-(2-^^-;t/-l.3-^^rV5>-2-^;i,)^ x-^iyp^ y b K ^ 



20 
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Me 




Me 



COOMe 



NHNH 2 



'H-NMR (300MHz, CDCl 3 )5ppm: 1.52(d, 3H, J=7.2Hz), 3.52(q, 1H, J=7. 2Hz) 
, 3.80(br-s, 2H), 4. 01-4. 11 (m, 4H), 6.55(br-s, 1H), 7. 19-7. 54 (m, 9H) 

2 2 

{3-[l-(5-7 5 y-1.3.4-^T^TV , ~^2-^>>l/)Ji^;l/]7 i^)(7xr;|/)^ 




##0!I2 1 lM#/cl't£'$j(12.4g)©^ d P^>>l/A(100inl)^^(- % M^T'^y^ 

BM-^mM-C50m ! W^f** U ^^ftr^QAS #igfc _7G ? C T^:^#-D^c 0 — 

(4. 2g) 

•H-NMR (300MHz, CDCl 3 )5ppm: 1.78(d. 3H, J=7.2Hz), 4.48(q, 1H, J=7. 2Hz) 
, 5.05(br-s, 2H), 7.41-7.82(m, 9H) 



2 3 



WO 01/05774 



PCT/JPOO/04616 



138 





F 



7 )V)V\£?U7 ^W.Og)^ b;l/X>(300mlX *fc<b*;*n;K9.4ml) % fc<£ 

5 tn>MF(2M)©s^*2«fiaiaijftLfe. mk^*^ mm*Wkt®L. z bizh 

(28.6g)£*#*i. 

10 'H-NMR(300MHz, CDCl 3 )5ppm: 1.56(01, 3H, J=7.2Hz), 3.64(q, 1H, J=7. 2Hz) 
, 5.42(br-s, 1H), 5.58(br-s, 1H), 7. 1 1-7. 19(m, 2H), 7. 34-7. 56(m, 6H) 

2 4 

N' - j? D D-2-(2-7 ^ p ri. T - ^7 x^;H-M ;V) ^p;<>^ g KT$ k 

15 



##0>J2 3T*f#^<b^^l(20.0g)tr->V^;«i?(8. lmDfciD*., 100°CT'6B#^ 

20 . aaEfe^^y-^cMomDcs^u *^7>*=f A(4.4g)*iojt, 3. smm 
m$iLtz 0 Rjfom zmm^mw:. zKioomi, ifcKx^;noomi£;&n*. % jaai^, 

zKjS(3^x^-;i/X-^;l/(100ml)^ijpA2ji^i: L/cflL" OTCfcJfciflU 




CONH 2 




/>~NH 2 



F 
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'H-NMR(300MHz, CDCl 3 )Sppm: 1.59(d, 3H, J=7.2Hz), 3.87(q, 1H, J=7.2Hz) 
, 5. 10(br-s, 2H), 7. 09-7. 20(m, 2H), 7. 35-7. 59(ro, 6H) 

0mm 2 5 

3-[l-(2--7;l/;frari. :n-;l/1-4-^;t/):c^;i,1-i, 2,4-^7^'y y-;l/5- 

7 ^ > 




##^0 2 4T^#/^fb^-^(7.0g)£Dp< ^y-;l/(140ml)^^(C, 0°CT*. *-*^7 

lib, Sfi*J$l(6:9g)£f#/c 0 

'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1. 70(d, 3H, J=7.2Hz), 4.26(q, 1H, J=7. 2Hz) 
, 5.50(br-s, 2H), 7.09-7. 18(m, 2H), 7.31-7.55(m, 6H) 

###J 2 6 

3-[l-(2-7;l/7i-P[l, l'-bf7i-;H-4->f;i/)x^1-i,2,4-»7y7 
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#%0!J2 5t'|#^i (2.70g) £DMF (9mL) 0 o C"^20M^<^Yb^ 
bVV&7Kmm (0.54raL) ?:iTl, 0 6 CT'30^^^ fcflL -fltfbjft* (1 
.08mL) $:iTU $ P> CO°CT*30^ra*> £M1±Vc 0 20M7j<gHb^ h IJ ^ A 7j<}« 
(0.54mL) ^HrJiinx., 0°C-e30^^^#zg-tfY-^, 3^b^7l/ (1.12mL) £ 

^4^'J^WD7h^77^ (^=¥17- >/mm^9-JV=9/ 1-4/1) T?*»$gbT 

, ?£lt&?&tK<Dg#JtJ (2.61g) *ntz. 

»H-NMR (300MHz, CDCl 3 )5ppm: 1.78(d, 3H, J=7. 1Hz), 2. 64(s, 6H), 4.47(q, 1 
H, J=7.20Hz), 6.91-7.23(m, 2H), 7. 31-7. 45(m, 4H), 7. 49-7. 54(m, 2H) 

##$J 2 7 

* N-{3 -[i-(2-7;v^-nri. r -tf z jc— ;n-4— r ;M ji^^i-i, 2. 4-^-t ->* 



#*W2 6T*H/d^ (2.61g) (6. 5mL) Kj^U ^T-^E 

JV*V> (1.13mL) IriPA. lBf f?3m # L/c 0 &J&m&yd*mu£ii&** iz&tf 
% S^^Ji^yUT'JStti, ttftv^^A-OftfcO&ft, i/^# V-$ -t?»jfi& L/c 

Mfefa^gfi^ (2.35g) £f#/c„ 

, H-NMR(300MHz, CDCl 3 )5ppm: 1.77(d, 3H, J=7. 1Hz), 2.25(s, 3H), 3.72-3.7 

5(m, 4H), 3.87-3.90(m, 4H), 4.40(q, 1H, J=7.2Hz), 7. 15-7. 23(m, 2H), 7.31 
-7.45(m, 4H), 7. 51-7. 53(m, 2H) 





Me 
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0mm 2 8 



2-(3-^>!/-r;l/7i-/l/)yp/^7^ K 




Me 




Me 



COOH 



CONH 2 



O 



O 



yb/D7x>(50.0g){:, b;^3i>(500nil), t&lt^X—Jl (15ml) , DMF(1 
*lfc»2£*>S>25.5g£ b^Ji>(250ml)(wJg^Ufe. l/=E — T if* 

«JE»fi&U. IWtl (22.5g)£»fc. 
'H-NMR (300MHz, CDCl 3 )5ppm: 1.56(d, 3H, J=7.2Hz), 3.69(q, 1H, J=7. 2Hz) 
, 5.52(br-s, 2H), 7.44-7.84(m, 9H) 

2 9 

{3-[i-(5-y ^ j -l . 2, 4-f-y $£z Zzi^kW >kj ^ ±2kJ Z ( Z E * 

$ J > 




'H-NMR(300MHz, CDCl 3 )Sppm: 1.69(d, 3H, J=7.2Hz), 4.26(q, 1H, J=7. 2Hz) 
, 6.09(br-s, 2H), 7.35-7.64(m, 6H), 7.74-7.84(m, 3H) 
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###J 3 0 

*JJ L ±A L 3-[l-(3-^>^;l/7x^l/) xf;H-i,2,4-f7S/'7V'-M-^;i/ 




'H-NMR(300MHz, CDCl 3 )5ppm: 1.77(d, 3H, J=7. 1Hz), 2.62(s, 6H), 4.50(q, 
1H, J=7. 1Hz), 7.36-7.86(m, 9H) 



##0!j3 1 

* 5=-;!/ N-{3-[l-(3-^ > W x — JV) 31 ^2klzj • 2, %-± T S£T ^—^5— C ;H 




#%«3 0f|#^tl (2.14g) ^oi^y-^ (50mL) fcfcj^U ZLWlX^JV 
(0.68mL) SrinA, 4Bf t Mif/c 0 SJ^-g-^l £ I/ — # T'Mg 

(^^r^V/^X^^l/l) TifigUT, m&mVKDSmt!) (1.79g) £*#/c 0 
'H-NMRCSOOMHz, CDCl 3 )Sppm: 1.75(d, 3H, J=7.1Hz), 2.22(s, 3H), 3.70-3. 
73(m, 4H), 3.85-3.88(m, 4H), 4.44(q, 1H, J=7. 1Hz), 7. 37-7. 68(m, 6H), 7.7 



WO 01/05774 



T/JPOO/04616 



6-7. 80 (m, 3H) 
3 2 



* V^># >- h U ;K2.00g)(#P^Bg63- 152368) £:n#y -;K30ml), M(20 
ral)(-}#«?U, K^:>'> • — ^P#|(0.73ral)^iPA, ^^T'10B#^^^m. 50 

, »P^^T^it#U/c 0 WM^^m, MHMSU #y;l/#:7 

] H-NMR( 270MHz, CDC1 3 ) 5 ppm: 1.41(d, 3H, J=7.3Hz), 4.07(q, 1H, J=7. 3Hz 
), 5. 15(s, 1H), 6.87-7.55(m, 8H) 

#%^J 3 3 
5 Z 7 ^> 




4*»Hb£*rC*<5$'7 : 4-(2-7;l/^D[l, l'-l:'7x^^]-H^-3-^ 




CN 




Me 
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K7^xi.2mi)«rinA % 6ox>x-3mmnmutz. ELmm*nmmm&. a 

m*->VJ] tf)\> ^7A( WtWc^&JMDfr) "Cffljg L . g (2. 6g) £ f# . 

'H-NMRCSOOMHz, CDCI 3 ) 5 ppra: 1.58(d, 3H, J=7.2Hz), 3.42(br-s, 2H), 3.6 
2(s, 3H), 4.05(q, 1H, J=7.2Hz), 5.36(s, 1H), 7. 02-7. 14 (m, 2H), 7.28-7.53 
(m, 6H) 

^■mm 3 4 

3-^»y-4-r 3-(2-7xr;M.3-^»V7>-2-^;V)7x^M>j?>r:h 




60%-7j<^>fb^- b y ^A(8.44g)CDTHF(20Oml)^M$:iP^3Sg5EU^*C #=% 
00 2 OT-f§fe<b^(30.0g)4iT-tr b-h V ;K8. 67g)©THF( 100ml )^$:4B#^ 

'H-NMR (300MHz, CDCl 3 )Sppm: 1.42(d, 3H, J=7.0Hz), 3.33(s, 2H), 3.88(q, 
1H, J=7.0Hz), 4. 03-4. 08 (m, 4H), 7. 25-7. 51 (m, 9H) 

0mm 3 5 
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m 
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Me 




Me 



CN 



d.3mi)^Ap^. 60°cT*3Bf^An^u/c o mui^mm. znfom^mzmmv, m 

^^THF(20ml)^^^U7t o lN-^^(20ml) SriJOx., 60°CT*2. 5B# F^MO/c. 1N- 

] H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.60(d, 3H, J=7.2Hz), 3.42(br-s, 2H), 3.6 
2(s, 3H), 4. 11 (q, 1H, J=7.2Hz), 5.33(s, 1H), 7. 34-7. 82(m, 9H) 

###J 3 6 

3-[l-(2-7^>a-Dri, r-h'7xr;|/l-K;l/)if^]-lH-l,2,4-h VTlf-JV-5 
-7 5 > 



th'J ^A(6.8g)$:a:iS?y-;K200ml)Cia^, th'J >7Axh^>K}li$: 
PMU/c. 0°CT% 7^^ ^T-^>^^(32g)$rjjp^ v «E^T, 7Mk7D 
73i V^^;l/Ji^^;l/(20g)^^^y-;U(200ml)(C^^U^^^$fe©S^(3 




Me 



';>-~nh7 
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'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.69(d, 3H, J=7.2Hz), 4. 15(q, 1H, J=7. 2Hz 
), 7.07-7. 17(m, 2H), 7.32-7.56(m, 6H) 

#%#!J 3 7 

N-^>^^;V-N > -{3-ri-(2- 7^pri.r-^7x_^l-W^)ji^;l,1-lH-l.?. 

F N JMlH a F N NHBz 

H fj H 

3 6T'#/i|b^^(1.0g)^l,2-^^PP3i^ >Cl5ml)(r^^U, ^>V* 
-f^-fyW7t- MO. 53ml) ^n*, SlS««r«»EU>b. 5B#P^fJL Zifom 
Bl^r^U iifJVti? A(%'tWt^ : 7-J]//^3r-y->=l/2)-e x MML, @ &5 
^(0.8g)f#/c„ 

'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.72(d, 3H, J=7.2Hz), 4.26(q, 1H, J=7. 2Hz 
), 7. 08-7.1 9 (m, 2H), 7. 30-7. 68 (ra, 9H), 7.85-7. 92(m, 2H) 

##$J3 8 

N-{3-[l-(2- 7;l/^-pfl. V-^y^-JVl-A-^j^)jL^jp-\-iU-l.2.4-h 
J\/-5-<( U7 





H Jf *- x=/ >= / V N u 

H H 

##0J3 7T-»^b^»(0.7g)%THF(5ml)i:pt^y-^(5ml)tw»^U, J^i 
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'H-NMR (300MHz, CDC1 3 ) 5 ppni: 1.61(d, 3H, J=7.2Hz), 4.34(q, 1H, J=7. 2Hz 
5 ), 7.16-7. 28 (m, 2H), 7. 35-7. 54(m, 6H), 8.69(br-s, 1H), 9. 06(br-s, 1H) 

0mm 3 9 

^ g^k N' -{5-[\-(2--7JU*n[l, V -\£ 7 3i-;l/]-4-^ ^Ji^l/j-lH-l. 2. 4- h 




##0!|3 8Tl#^jb^ (4.2g) *T*h> (100ml) K?g*>U, ^iST-j^SE 
#>J^A (1.86g) , iMb^^l/ (0.84ml) £ijn*./c. 1.5l$MtiL SJMKzfc 

15 aiu iil^^'j^WDYh (it^^5 : -;i/ / /^^-9-v=i : 2) -eisaau g 

w% (4.og) 

_ _ y-^gX^^j^h} S_jmL-h TQGd;, _3H,_ J-7..3Kz) ,._2. 4 8 ( s , - 3 H : ) , -4 ; -23 (q- 
, 1H, J=7. 3Hz), 7. ll-7.20(m, 2H), 7.30-7.55(m, 6H) 



20 4 0 

* =f-)\> N , -{3-n-(2-7;l/^Pn. l'-tf ^ai-^l-W^jJi^^-l-^^^-lH- 
l^^-h U 7 y-;i/-5— r M ± 5 h 



WO 01/05774 



PCT/JPOO/04616 



148 




c 



'/ w 

H 




60%7km4ki- h V V A (0.25g) ©THF (30ml) SSSi:, 0°CT'#%M 3 9 T- 
nt^t^m (2.0g) ©THF (15ml) M^^TL^. 30#f|L iMbp<5^ (0.3 
9ml) ^P*., lf^mM*SK#?SU f©^-BAMl/: s 7j<, It 

YjVX^A mm^JVX^^>=l : 1~3 : 1) T'ff&SU (1.6g) £ 

'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.75(d, 3H, J=7.2Hz), 2.56(s, 3H), 3.60(s 
, 3H), 4.18(q, 1H, J=7.2Hz), 6.99-7.08(m, 2H), 7.33-7. 54(m, 6H) 

##$J4 1 

2-(3-/<> W;l^:7:c— ;i/):/o^>- K 



#ti2 8T*|#MM (86g) £b;l/:n> (1000ml) (Cjg^U, tf=^>Jfrfb 

(35mi) *tQx.BLjfcm*mwLLtz 0 imm&. m.fom*$&%imMti<mi- h v 
. -M^nit, nttom (8o g ) 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.69(d, 3H, J=7.2Hz), 3.99(q, 1H, J=7. 2Hz 
), 7. 47-7. 67 (m, 5H), 7. 72-7. 83 (m, 4H) 




CONH 2 




##$14 2 
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#fi4 l-Ol#7Ufcl^ (80g) *hJl^> (600ral) djgj^U *%J-)\/ ( 
5 13.8ml) £in*./c 0 O-CH^ipm, J&ftzKfStfX ^Sf&^(^Dk#jAA,/c 0 2BH0, 
0°CT#MU. SM^ML, t#^n-5^ B e B ^^£E^U, S6» (100g) £ 

'H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1.70(d, 3H, J=7.3Hz), 4.30(s, 3H), 4.65(q 
, 1H, J=7. 3Hz), 7.45-7. 54(m, 3H), 7. 57-7. 73(m, 2H), 7. 77-7. 90(m, 4H) 

0 

#^J4 3 

(iz)-2-(3-^>W;i/7 ji— ;i/)-N— >ry yp/-^>-r ^ Kji— h 



--_ is ._ &mm4.-2.3£Wd!£&&mdtzQ& s.^jp-mm Mr^w -s^r-^ k- - 

d3g) so°c-z*2mmmw^fc. y-;i/£zMu mm^?un&ju 
a, ttmu/c. ^ae*^^ ml, (36 g ) 

/=. 

'H-NMR (300MHz, CDC1 3 ) 8 ppm: 1.60(d, 3H, J=7.2Hz), 3.88(s, 3H), 4.49(q 

20 , 1H, J=7.2Hz), 7.43-7.52(m, 3H), 7.56-7.73(m, 2H), 7.71(m, 1H), 7.76-7. 
82 (m, 3H) 





O 



WO 01/05774 



O 

150 



PCT/JP00/04616 



{3-C 1-C5-7 5 y-i-^^^-iH-i,2,4-h D7!/-W;Hif;H7i-;H( 




#«J4 3 -ft 1=T^ (31. 5g) SrX^y-;!/ (300ml) ^^^t 

h*^^> (4.8ml) £Jn;t. 0°CT'10^ ^-e30£*$ L 7t 0 S/ft^K** 

&;fr^A^ni^b (g^x-^Jl/CD^^ d Dz-fWl/A : ^ # y — Jl=5 : 1) T'ffig^ 
U SWi (18.8g) £f#/c. 

'H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1.66(d, 3H, J=7.2Hz), 3.60(s, 3H), 4. 12(q 
, 1H, J=7.2Hz), 5.38(br, 2H), 7.34-7.62(m, 6H), 7. 77-7. 82(m, 3H) 

#%0!14 5 

N-^> W ;l/-N' -{3-ri-(3-/^> W ;V7i-^)xf;|/l-l-^ ^;1/-1H-1, 2. 4- K 




##$J4 4 T-?#/c4fc<£!$J (4.8g) ^^DDir/' (50ml) £&*»U 'OW 
MV^^7t-b (2.8ml) ^JpA, £j£tt*4B#|HHt»E Ufc. S/SJK«r»fg[ 
U iS5:i"J*y;^Dvh (P^n:^;V/ / /\^r-b->=2 : 3~1 ; 1) T*UHg L 

, gttri&r (5.6g) 
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'H-NMR (300MHz, CDC1 3 ) 8 ppm: 1. 73(d, 3H, J=7.3Hz), 3.81(s, 3H), 4.31(q 
, 1H, J=7.3Hz), 7.40-7.72(m, 9H), 7. 77-7. 92 (m, 5H), 9.32(br, 1H), 12. 12( 
br, 1H) 

5 ##^!|4 6 

**)V N'-{3-[l-(3-^>W;l/7ji^;l/)ai^;l/]-i-^^;i/-iH-l.2.4-N u tV 

— — 5 — r ^> ^ }£±£*—x*z2± 




10 #t«4 5-p»mil (5.6g) £THF (50ml) . # y (50ml) 

u mwtxvvA (2.47g) *mz.tz&. &ifom*mmmffi.is?z 0 &*im*.mm- 

70ml) Lfc. mWtXVVA (1.81g) , 3^fcp<^;l/ (0.82ml) fcin*., 

>=i : 2) -c*mt;v -g rif (3. 4g)- 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.67(d, 3H, J=7.3Hz), 2.49(s, 3H), 3. 74(s 
, 3H), 4.21(q, 1H, J=7.3Hz), 7.35-7.50(m, 3H), 7.53-7.64(m, 3H), 7.76-7. 
86(m, 3H) 

20 

##0!!4 7 

3-n-(3-^>W )V? ^-)V)^)V^-5-{ia)-l{lert--7Y*->J])\,X=.)V)T 

5 J2i2L±JkZJk2JL=Jkl2i±Jl ^;1/-ih-i, 2,4- fc v TV- 
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60%^K^b^-hU^A (0.50g) ©THF (20ml) mMWL^. ##0>J 4 6 Tl#/cYb 
^ (1.9g) ©THF (20ml) ^'SrO'CT'^T U/c. 5#f£, Boc20 (2. 19g) 

(g^^zc^^/xs^-th>=i : 2) T'lffMU glM^I (2.1g) £f#/c 0 
'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.49(s, 3H), 1.70(d, 3H, J=7.3Hz), 2.43(s 
, 3H), 3.77(s, 3H), 4.24(q, 1H, J=7.3Hz), 7.38-7.50(m, 3H), 7.54-7. 65(m, 
3H), 7. 76-7. 81 (m, 3H), 12.35(br, 1H) 

##$]4 8 

3-[l-(3-^>W>>l/7 zc— 7l/)Ji5 1 ^1-l-^^;l/-lH-l > 2.4-h y UZn 




#^j4 4x*ntz4k'&^*m\<\ mmmi 8 t^m^m^x^m^^mtz. 

'H-NMR (300MHz, CDC1 3 ) 8 ppm: 1. 70(d, 3H, J=7.2Hz), 2.55(brs, 6H), 3.75 
(s, 3H), 4.27(q, 1H, J=7.2Hz), 7.36-7.52(m, 3H), 7.54-7.67(m, 3H), 7.77- 
7. 90 (m, 3H) 
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##$J4 9 

N-{3-[l-(3-^>l/-r^l/7 3i-;l/)3i^;l/1-l-^^;l/-lH-l,2,4-|> V T y 




o 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.69(d, 3H, J=7.3Hz), 1.97(s, 3H), 3.60(s 

, 3H), 3. 67-3. 75 (m, 8H), 4.23(q, 1H, J=7.3Hz), 7. 35-7. 50 (m, 3H), 7.54-7. 
64(m, 3H), 7. 76-7. 83(m, 3H) 

mmm 5 0 

{3-[l-(5-T 5 y-lH-1.2.4-b U Ty'-;l/-3-yl)Ji^^]7 JL—M(7^—J1/)>1 
# J > 




4 3 T*'&tzfo&<M (36g) Sr^y-^ (300ml) £jgji>»U fcK^>*> 
• 1**0^ (4.8ml) fciOA. 0 o CT-10#\ m^20^mWLt^ o BLfomiZ7ic*l}Q 

ax^;-;^^ ^dd*m«uc mmmt&m'ik. situ n 

10:1) gf$#t (20.9g) 
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'H-NMR (400MHz, d 6 -DMS0) 5 ppm: 1.58(d, 3H, J=7.0Hz), 4. ll(q, 1H, J=7. OH 
z) f 5. 94(br, 2H), 7. 51-7. 83(m, 10H) 

5 1 

N > -{3-n-(3-^>yV;l/7x-;l/)Ji^;l/1-lH-l,2.4-h U_7j/ =1 ^ Z W 




N_>-NH 2 
N 
H 




, N SMe 
N " >-N=< 
N NH 2 



'H-NMR (300MHz, CDC1 3 ) 8 ppm: 1.70(d, 3H, J=7.2Hz), 2.45(s, 3H), 4.20(q 
, 1H, J=7.2Hz), 7. 31-7. 63 (m, 6H), 7. 70-7. 83(m, 3H) 

5 2 

N , -{5-n-(3-^>yV;l/^3i^;l/)3i^- / >l/]-l-^ ^;l/-lH-1.2.4-h U TV 




„ N SMe 
H NH 2 




SMe 



O "~ N NH 2 



■H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.73(d, 3H, J=7.2Hz), 2.52(s, 3H), 3.57(s 
, 3H), 4.21(q, 1H, J=7.2Hz), 7.34-7.50(m, 4H), 7. 54-7. 64(m, 2H), 7.72-7. 
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78 (in, 3H) 
#%0!l 5 3 

(3-{l-[5-T 5 y>-l-(7i^7;l/7^-;l/)-lH-l,2,4-h U T l/~-J]/-3 — < ;t/1x. 
f;W7x^;i/)(7x-;l/)^ #y > 




G0%*m4t1- h U (0.75g) £>THF(30ml) OT^^b 
^ (5.0g) CDTHF (20ml) % DMF (10ml) *#j&£0°CT*MT L/c. 30# 

flL ^->-tf ;^P7-f h* (2.4mi) &jn*.fc. 30#f£, 7 K BHB:n^ 

^n^h (^ai^;W^=¥-9->=l : 3) T*ffif$!fU IWfe (6.6g) 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.50(d, 3H, J=7.2Hz), 3.98(q, 1H, J=7.2Hz 
), 5.83(br, 2H), 7.25-7.93(m, 14H) 

5 4 

3<l-(3-^lyy^ JVy ji=.JV)^Jlyl-l-(y ^ — J^-in- 
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0mm 5 3 x-ntzit&m (6.6g) &thf aoomi) 60%&miki- h 

*A (0.67g) £OTCT?iOAfc. 30#gL -M^iS (1.85ml) fcjjp;^ 50#&, 
60%**^^" h V *?A (0.67g) SriP^fe. 1.5B#Hgt (3.8ml) 

5 sgjis, in, ^wdv h (@^^^;i//^^-^>=i 

:2) T*»«U. gA<M& (6.2g) £?#/c. 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.64(d, 3H, J=7.3Hz), 2.58(s, 6H), 4.24(q 
, 1H, J=7.3Hz), 7.31-7.64(m, 9H), 7. 73-7. 84(m, 3H), 7.96-8.02(m, 2H) 

10 ##$J 5 5 

*?-)V N-r3-[i-(3-^>y-r;l/7 3i— JU)^jVl-i-(y ^-jy^jyy ±-ju)-m 




SMe 




SMe 
S0 2 Ph 



20 



•H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.63(d, 3H, J=7.3Hz), 1.97(s, 3H), 3.67(s, 

8H), 4. 19(q, 1H, J=7.3Hz), 7. 31-7. 64(m, 9H),' 7. 73-7. 78(m, 3H), 7.95-8.01 
(m, 2H) 

0mm 5 6 
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NC SMe NC 

N=< ► W 

SMe SMe 

i?**fri/7 JV^-iM JiJ — tf*—Y (50g) ikX-ZJ-fr (500ml)C^U 

#^ti^^ B B B ^^^l>, (51g);M#/c 0 
'H-NMR( 300MHz, CDCl 3 )Sppm: 2.80(s, 3H), 3.70-3. 75(m, 4H), 3.83-3.88(m, 4H) 



5 7 




10 F F S 

wesson's Reagent; 17. 8g) ^iP A39B#P^iP^iil^ L /c 0 SJ^^ £ £ t??fr£P 
U ®i$r^'J^^7At'ML, g«J^(14.2g)£#/c. 

•H-NMR (300MHz, CDCl 3 )5ppm: 1.37(t, 3H, J=7.1Hz), 1.62(d, 3H, J=7. 1Hz) 

15 ,4.17 (q, 1H, _J=7. 1Hz) ,_ 4. 45-4-, 56_(-m, . 2H) 7..1 5-7. 2i-(m,- 2H) T -(-. 34-7. 46 (m, -" 

4H), 7. 52-7. 55 (m, 2H) 

5 8 

5-ri-C2-7;i/^P[i, r-tf7x-;y]-4--r^)ji^;v]-i t 2,4-^T^Ty > — jvs- 

20 T ^ > 
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5 7T-&7Ufc^&(14.0g)£;&n*fc. J5#©$l33c*»MBLfc i gL ^^r^>(200ml) 

10 'H-NMR (300MHz, CDCl 3 )5ppm: 1.68(d, 3H, J=7. 1Hz), 4.62(q, 1H, J=7. 1Hz) 
, 6.69(s, 2H), 7.29-7. 56 (m, 8H) 



##0>J 5 9 

2- (3-^. > w ;v7x-;v)7 , d/^ >jLajg o ±2k 

15 




###J2 8T^#/c^#j(59.8g){ram^^^-^(29.7g)^inA, 100°CT'1B#F^ 
iJP^U/c £jSjfc£M£-C?fr*Pl,fc&, l,4-^^r-9->(200ml)T'^U, tK 
ifcT\ eu^>(70ml)%iP^., cntw^b^^l.S^raqktii^/c. 

6»(19.8g)£f#/c. 



WO 01/05774 



T/JP00/04616 



159 



'H-NMR (300MHz, CDCl 3 )5ppm: 1.64(d, 3H, J=7. 1Hz), 4.05(s, 3H), 4. 23(q, 
1H, J=7. 1Hz), 7.40-7.69(m, 6H), 7.79-7.82(m, 3H) 

##$J 6 0 

5 {3-[l-(3-7 5 J -1, 2, 4-^ 7 jjjj — >>V5 — T >kl^±A2 Z x~;W (7x^;l/) 

# y > 




10 /c. 

'H-NMR (300MHz, CDCl 3 )5ppm: 1.78(d, 3H, J=7. 1Hz), 4.46(q, 1H, J=7. 1Hz) 

, 4. 96(s, 2H), 7. 45-7. 51 (m, 3H), 7. 55-7. 63(m, 2H), 7. 72(ddd, 1H, J=7. 5, 
1.5, 1.5Hz), 7. 78-7. 81 (m, 3H) 



15 ##0!]6 1 

N-{5-[l-(3-^> — ;l/)Ji^;V]-l,2,4-^7^7V— )VZ-4 




20 ###J 6 0 T'^/i'fb-^^l (1.57g. 5mmol) % ^ D P *;|/A 100ml, jKH2K3H^- 
hU^A (2.31g, 27.5mmol) , 2K25ml£fc»J, aK^TiitfUfc. dClK^** 
(0.95ml, 12.5mmol) ^l^ST^c JiTF^ 5 B#IH*?frTflt#ft, 
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M«#Lfc. 3o#&, wmi^i/iin^. mmm&&m&i&*x-m 
5 3r-r>>w©Bfl«i«i(i.4i5g)%»fe. 

'H-NMR (300MHz, CDCl 3 )5ppm: 8. 18(s, 1H), 7. 71-7. 81 (in, 4H) , 7. 46-7. 64(5H, m 
), 4.52(q, J=7. 1Hz, 1H), 3. 83-3. 91 On, 4H), 3. 72-3. 81 (m, 4H), 1. 80(d, J=7. 1Hz, 
3H) 

io mmm 6 2 

p< ?-)V N-(5-ri-(3-^<>W;l/7 x^;l>]-l,2,4-f 7->'7'/- >^3— f >>!/ 



15 Mi6K'#/;fb^^v\ ###J3 9 tmWL&XfeX'UmVaTk&tz. 

1H-NMR (300MHz, CDC13)5ppm: 7. 76-7. 82(m, 3H), 7. 67-7. 73 (m, 1H) , 7.55-7. 
63(m,2H), 7.42-7.51(m,3H), 4. 55(q, J=7. 1Hz, 1H), 3. 77-3. 81 (m, 4H) , 3.70-3.7 
5(m,4H), 1.99(s,3H), 1. 83(d, J=7. 1Hz, 3H) 




O 



)=N ji 




20 



6 3 



WO 01/05774 



T/JP00/04616 





=\ Me . Me 



60%-7i<m<t± h V ^A(11.3g)©DMF(300ml)!BiHjR^, 0°C T* 7 )V)V kf 7° U 7 x >( 
30g)©DMF(300ml)^}&£30#aMtT?ffiTU*:. SgfifciRU lfl#IH!flm&, 3 ^fb^ 
3^(18. 4ml) &jjQ;^ SM^zK^Car. @f^^;Keffi£B U 

5 W$Uf£7_K^ IfcflfeU i*JBE$S*&LT, BSfcx^y— ;H300ml)Ki£a»U 6N-7.K 
MlktrV U^mWL^mPL. &.JfoWL*5VCX*)imistL. 30#^. *fcin*., J 

-jv* «jbes* u fe: f# f> * Kixf^/A * > ( v /v=i / 1 ) -cjffi tnu/c 

10 1 H-NMR(300MHz, CDC1 3 ) 8 ppra: 1.63(s, 6H), 7. 19-7. 56 (m f 8H) 
##M 6 4 

2-(3-^>'/-f;V7i-^)-2-yf;^D n° 

/ Me /=\ Me . Me 



'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.68(s, 6H), 7.40-7.72(m, 6H), 7.77-7.89( 
in, 3H) 





O 



COOH 



15 



6 5 

20 2-(3-^yV'f;l/7i-;V)-2-^f;l/^D/V YvVY 



WO 01/05774 



PCT/JP00/04616 



162 





NHNH 2 



o 

'H-NMR (400MHz, CDC1 3 ) 5 ppm: 1.63 (s, 6H), 3.83 (brs, 2H), 6.51 (brs, 1 
5 H), 7.33-7.85 (m, 9H) 

6 6 

{3-Cl-(5-7 3 y-lH-1,2, 4-h 'J 7 !/-;H->r ;t/)-l-^ f ;l/xf ;V] 7 1 - JP) ( 
7xz;l/)^ % J > 



##0>J6 5T-&tz4k'£Wl(2.95g)<Dll,li-iS*?-Jl'#iJ],AT$ K (20ml)^(' % 
MiST. * (20ml), *M^;**^71/2lKBWft (1. 07g) fciP*., Aq8ft«$fl£Ufc 
. 48H$W&» SJfcifcfciafQM* (lOOml)Ca^, R»xf;l/ ( 100ml )T-3 ® t& 



0 : 1 )T'fil«!fcfT&l\ BW«K860mg)S:»fc. 

'H-NMR (400MHz, CDC1 3 ) 5 ppm: 1.77 (s, 6H), 4.27 (brs, 2H), 7.41-7.83 ( 
m, 9H) 



6 7 

(3-{i-[5-7 5 ;-i-(7x^;^Mx;v)-ih-i,2,4-H U T V— ;l/-3— f ;l/1-l- 




NHNH 2 




15 ««ru/c 0 
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^f;t/X^;V}7x-;i/)(7x-;l/)^ $ J > 




■=\ Me . Me 




=\ Me v Me 



5 'H-NMR (400MHz, CDC1 3 ) 5 ppm: 1.62 (s, 6H), 6.05 (brs, 2H), 7.32-7.95 (m 



io )V)-m-\.2A-V *JT^/--2t^Uk¥±£l § H^kjji±r: b 



'H-NMR (400MHz, CDC1 3 ) 5 ppm: 1.76 (s, 6H), 2.58 (s, 6H), 7.31-8.01 (m, 
15 14H) 

6 9 

* ^JV N-[3-n-(3-^> W )Vz? f;Mf;|/l-i-(7i-;^;i/^ 
-;i/)-iH-i,2,4-h V TV— ;i/-5--<;i/]-4-^e;i/^u 5 K^:*T— h 



14H) 



##$J 6 8 




O 




i 



S0 2 Ph 



WO 01/05774 



PCT/JP00/04616 



164 



Me 



Me 



OK 




Me 



MeS 



- — M Jl CMa 

N. M >-N 
N 




Me 

MeS / 
^— N )) — N 



N 



SQ 2 Ph 



N 

S0 2 Ph 



o 

■H-NMR (400MHz, CDC 1 3 ) 5 ppm: 1.73 (s, 6H), 2.00 (s, 3H), 3.69 (s, 8H), 
5 7.30-8.01 (m, 14H) 

7 0 

(3-{[5-y 5 y-iH-i,2.4-h 'J 7 '/-;v-3--f f ;v} 7 x_;v) (7 x-;H^ 
j? y > 



10 




CN 




n' ,>-nh 2 

U H 

3-^ > W V T—Vfrb &mm 4 2 , ##$| 4 3 fed; 5 0 



#%$J7 1 

15 (3-IC5-T ^ x— Jls7>J]/fr— ;l/)-lH-1.2.4- h U T V— < JUl * =f- )V 

}y ^ — Jl)(y n-jl<) ^ $ J > 




N. >— NH 2 
N 

S0 2 Ph 
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'H-NMR (400MHz, CDC1 3 ) 8 ppm: 3.87(s. 2H), 5.97(brs, 2H), 7. 35-7. 69 (m, 8 
H), 7.75-7.80(m, 2H), 7. 96-8. 01 (m, 2H) 

0mm 7 2 

22L±2k 3-(3-^>W;l/^>->Ol/)-l-(7 3i — JlsTsJVft — ;W-lH-1.2.4-h V T 

MeS 




N. ,>~NH 2 
N 

S0 2 Ph 




y-N /)^SMe 

n' >-n 



N 

S0 2 Ph 



0mm 7 3 

2-Ci. r ^=JU2z^zd *-2-* ^JVzfu ea->Ma 




C0 2 H \=/ \=/ C0 2 H 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.55(s, 6H), 7. 24-7. 57 (m, 9H) 



##$| 7 4 



5 K 




// \—// Vat Me 
C0 2 H 




Me 

Me 

NH 

O' CN 



(2.40g) £hA<:n> (50mL) {31»g£-ti\ DMF£57® 



AllitfcflL mk^-X-fr (1.60mL) £fln*-. 3£»-C4B#M*» Ji^^l/ 



WO 01/05774 



PCT/JPOO/04616 



-^-cmmcD^t^^-^tmm^^^ot^ rth> (25mD (c^^u/c. 

->Ti~$ Y-mm (631mg) £2M-*^t± h U tf-McSgflg (8mL) Cl^U 

'H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.65(s, 6H), 7. 34-7. 48 (m, 5H), 7.56-7.64( 
m, 4H) 

0mm 7 5 

io 3-( l' -h'7 x^/M^r JkzlzA ±2k^±2klzlMzLl2 4- h U y Zn2kz5zZ 



o 

15 'H-NMR (400MHz, CDC1 3 ) 5 ppm: 1.71(s, 6H), 4.45(br s, 2H), 7. 32-7. 43 (m, 5 
H), 7. 50-7. 55 (m, 4H) 



20 -;V)-1H-1,2,4- h 'J7'/-/H-^;i/m-f 5 K>fr;WK:*— h 




NH 
CN 




##$J 7 6 




Me 
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'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.76(s, 6H), 2.59(s, 6H), 7.27-7.34(m, 3H) 
, 7.38-7.46(m, 4H), 7. 51-7. 57 (m, 4H), 7. 63-7. 68(m, 1H), 8.02-8.06(m, 2H) 

###J 7 7 

N-[3-(l-Cl. 1' x— ;l/]-4-yl-l-^ ^;l/X^;V)-l-( 7 x -A^l/fr 
x;l/)-lH-l,2,4-h U 7^—^-5-^^1-4-^;^^'; >^;U^V ^ K^^-T— h 




o 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.74(s, 6H), 2.01(s, 3H), 3.68(s, 8H), 7.2 
9-7.34(m, 3H), 7.40-7.45(m, 4H), 7. 51-7. 56(m, 4H), 7. 63-7. 69(m, 1H), 8.0 
l-8.04(m, 2H) 

0MM7__s_ - 




'H-NMR (300MHz, d 6 -DMS0) S ppm: 4.09(s, 5H), 7.35-7.40 (m, 1H), 7.44-7.49 
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(m,4H), 7.62-7.69(m,4H) 



7 9 




NH 
HCI 




5 



'H-NMR (300MHz, CDC1 3 ) 5 ppm: 3.88 (s, 3H), 4.02 (s, 2H), 7.32-7.47 (m, 
5 H), 7.54-7.59 (m, 4H) 

8 0 

3-([l, r-h'7x- ;i/]-4-Y;l/p<^>>l/)-lH-l,2,4-l> U T s J—)V-5-T ^ > 



'H-NMR (300MHz, d 6 -DMS0) 5 ppm: 3.83 (s, 2H), 5.64 (br. s, 2H) 7.28-7.37( 
m, 3H), 7.38-7. 45(m, 2H), 7.48-7.54(m, 2H), 7.54-7.59 (m, 2H), 11.57(br. 
s, 1H) 

20 #%#J8 1 

3-(fi, r -e7x-;H-4-^ j]/* ^jv)-\-(y x— }V^)V^=-jv)-m-\, 2, 4- h v 

7'/-M-7 ^ > 




CN 
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N^>"NH 2 N >-NH 2 

H S0 2 Ph 

###!j8 0-C»7Mb£1*fc/lV\ ##^!J5 3 kRM*&J»fls£J: »J Btt«J*»fc 



'H-NMR (300MHz, CDC1 3 ) 5 ppm: 3.83 (s, 2 H), 6.04 (br. s, 2 H), 7.20-7.25 
5 (m, 2 H), 7.28-7.35 (m, 1 H), 7.38-7.45 (m, 2 H), 7.47-7.59 (m, 6 H), 7 
.65-7.72 (m, 1 H), 7.94-7.98 (m, 2 H) 

0mm 8 2 

V* ±MzilzLL r-bf7x^=. ;u]-4— r ^-)V)-\-{y ;h-ih-i 
10 , 2, 4- b U T i/nikzW jk^f^n: § H^kM±n b 

fyj-\ SMe 

X = / V N X==/ VN /V- SMe 

fy-N* ly-iT 

S0 2 Ph S0 2 Ph 

o 

'H-NMR (300MHz, CDC1 3 ) 8 ppm: 2.58 (s, 6 H), 4.04 (s, 2H), 7.25-7.33 (m 

15 ! H),, 7d33r7. 42 U, A. K)_, _7.:45-7. 56 :(m,„6 H) , 7. 57-7, 64 (m, -i H) , -8. 00- 

-8.05 (m, 2 H) 

#%#J 8 3 

**)V N-[3-([i, i'-k'7i^ ;i/]-4—r;v^^;t/)-i-(7x-;t/^;i//i>— ;1/)-ih-i 
20 , 2,4-h p TV— ;i/-5— f ;i/]-4-^e;i/^u >#>H/;frW 5 K^7— b 



WO 01/05774 



PCT/JP00/04616 





S0 2 Ph 



o 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 2.03 (s, 3 H), 3.69 (s, 8 H), 3.97 (s, 2 H 

5 ), 7.30-7.37 (in, 3 H), 7.39-7.44 (m, 2 H), 7.47-7.52 (m, 2 H), 7.52-7.57 
(m, 4 H), 7.63-7.68 (m, 1 H), 8.03-8.07 (m, 2 H) 



##0IJ 8 4 

2-Ci, i'-e7x-;v]-M;vypn^ b LLik 



10 




■r b^/^JV^-^At: KO^>Kit$t (6 4. 8g, 40%7j<}^M) £tJ< ( 
4 5mL)i:^U/:Mi:t'7i-;i/7tf-b'J;Ki 9. 3g) 
^/l/(6. 2 mL) © ^ D D A ili ^ jiff TiT I /c„ RJfcteHPLCT'^^y ^ 
U/co i£ hlZ£r>ik*?-)V (6. 2mL) O^DD^^A (1 OmL))|i^lT 

-7 h^:7^--efjfgiUBf^ ( i 3 g) £«/c 0 

'H-NMR (300MHz, CDCl 3 ) 5 ppm: 1.69 (d, 3 H, J = 7. 2 Hz), 3.95 (q, l H, J 
= 7.2 Hz), 7.33-7.39 (m, 1 H), 7.40-7.47 (m, 4 H), 7.55-7.63 (m, 4 H) 



20 #^#J8 5 
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Me 



NH 



MeO 



o 

'H-NMR (300MHz, CDC1 3 ) 8 ppm: 1.69 (m, d, 3 H, J = 7. 2 Hz), 4.30 (s, 3 H 
), 4.59 (q, 1 H, J = 7.2 Hz), 7.32-7.39 (m, 1 H), 7.40-7.47 (m, 2 H), 7. 
53-7.62 (m, 6 H), 11.75 (br.s, 1 H), 12.80 (br. s, 1 H) 

#WJ 8 6 

*^JV 2-Cl, V jc— ;l/]-4~r >>l/-N-: l/T J ^D^>^ 5 




o 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.62 (d, 3 H, J = 7. 1 Hz), 3.90 (s, 3 H), 
4.49 (q, 1 H, J = 7.1 Hz), 7.32-7.38 (m, 1 H), 7.40-7.47 (m, 4 H), 7.53- 

7. 60. (m, _4- H> " " 

###J 8 7 

3-Ci-Ci. v-\iy x-;i/l-4-f;i/ji5 : -;i/)-iH-i,2.4-b v y:/-;i/-5-y 5 > 




MeO 



>=N 
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'H-NMR (300MHz, d £ -DMS0) 8 ppm: 1.64 (d, 3 H, J = 7. 1 Hz), 4.11 (q, 1 H, 
J = 7.1 Hz), 7.28-7.35 (m, 1 H), 7.36-7.45 (in, 4 H), 7.48-7.58 (m, 4 H) 

5 8 8 

3-(i-[i, V -fcf 7 jc-;K1-4— f x_;i/x;l/^^;l/)-iH-i. 2. 4- fc 





N^NH 2 %>"NH 2 
H S0 2 Ph 

10 . 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.57 (d, 3 H, J = 7. 1 Hz), 4.00 (q, 1 H, J 
= 7.1 Hz), 6.17 (br.s, 2 H), 7.18-7.25 (m, 2 H), 7.28-7.35 (m, 1 H), 7. 
38-7.45 (ra, 2 H), 7.45-7.60 (m, 6 H), 6.62-6.69 (m, 1 H), 7.89-7.96 (m, 
2 H) 

15 

8 9 

3-Cl-ri. l'-t:7xx ;l/1-4--i > >>l/j:^;l/)-l-C7a: — ;i/)-iH- 
1.2.4-m 7Vri2kzW jk^±J^ ^ K V 

J~\ f\ , Me 

<' ^ — (' ^ — < SMe 




n' >~NH 2 " fl{ } — N 



N 

SO z Ph S0 2 Ph 
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o 

'H-NMR (400MHz, CDC1 3 ) 5 ppm: 1.67 (d, 3 H, J = 7.2 Hz), 2 62 (s, 6 H), 
4.24 (q, 1 H, J = 7.2 Hz), 7.28-7.34 (m, 1 H), 7.38-7.43 (m, 4 H), 7.46- 
7.50 (ra, 2 H), 7.50-7.57 (m, 4 H), 7.62-7.67 (m, 1 H), 8.01-8.05 (m, 2 H 
5 ) 

9 o 

* N-[3-(i-[i, i'-b'7 ji— < ;i/^;i/^^;v)-iH 
-l . 2. 4- bJj 7 V— ;i>-5— f ;H-4-^6 U v # >M<^ ^ K^^~7— h 




S0 2 Ph S0 2 Ph 



^-NMR (400MHz, CDC1 3 ) 5 ppm: 1.67 (d, 3 H, J = 7.2 Hz), 1.99 (s, 3 H), 
3.69 (s, 8 H), 4 18 (q, 1 H, J = 7. 2 Hz), 7.29-7.34 (m, 1 H), 7.36-7.44 
15 (m, 4 H), 7.46-7.51 (m, 2 H), 7.51-7.56 (ra, 4 H), 7. 62-7. 67- (m, 1 H), 8. 
01-8, 0_5_.(ra, .2_H) 



##0!I9 1 




4-^fM>y7i;> (25g) tmt&lbMm (250ml) £i$*>U AIBN (0.2g), N 
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BS (22. 7g) fciDAfc. Z.<DE.J&m*2ftfglMmVtz&. £bfc**$/W S 

'H-NMR (300MHz, CDC1 3 ) 5 ppm: 1.58(s, 3H), 4.54(s, 2H), 7. 46-7. 54 (m, 4H), 7 
5 .60(m, 1H), 7. 76-7. 83(m, 4H) 



9 2 

(4-^> \/j±Jk2. ^kll^ h^_h_VL2k 




10 #%$J9 1 -emtzit'^^a (16.3g)£DMF (200ml) L, , S/JWbth'JfA ( 

(6.1g)«:#fe. 

^-NMR (300MHz, CDC1 3 ) 5 ppm: 1.57(s, 3H), 3.86(s, 2H), 7.45-7.54(m, 4H), 7 
15 .61(m, 1H), 7.77-7.86(m, 4H) 



##$J 9 3 




20 ###| 9 2 T?»/cfk'&«l (7.2g)£, ffigfc (30ml), @^ (30ml), zK (30ml) dig 
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jQ> (100ml) K»*»U tklt**-^ (2.4ml). ^f;^A7 5 K (2m) *iU 

immmWLisfr. (lSmOfciQ*, ih$ihi8!#u/c. s^^^t^, 

iS^^7A^D7htI|^U (8.5g)^#/c 0 
'H-NMR (300MHz, CDC1 3 ) 5 ppm: 3.72(s, 2H), 3.73(s, 3H), 7. 38-7. 53(m, 4H), 7. 
5 59(m, 1H), 7. 76-7. 82(m, 4H) 



9 4 



Me Me 




O O 



10 ##^0 9 3 T^#/cfb-^ ! fel(8. 11 gr; 31.9 mmol)^DMF(80 ml)(C^^U, 

^f;K5.6 ml; 90 mmol) Itfrni^^T'tfiW U Cd^zKfjtft; 

■^by^7A(60% in oil; 3.0 gr; 75 mmol) £30#£K}Ttf>o < 'J mtU U/c. *k 
^T1B#P^ ^^{'T5Bf^^mt> Mf'J©lN^K?:ijnAT^^^^7, 

15 1 H-NMR( 300MHz, CDC1 3 ) 5 ppm: 1.63(s, 3H+3H), 3.69(s, 3H), 7.42-7.82(m, 
9H) 

##0U 9 5 

2-(p-^<> W jyy oi-^)-2-^ f;yyn fc: 



Me Me Me Me 




20 O O 

###J9 4X*%frit^!!Q i k±Xm^tz 0 ^$;-Jl>(80 ml)H}gfl?U lON^ftt 
V-^*(20 ml)£iD7U 70°CT'2. 5B#^in^}^# L^c 0 ^Sl'^iPm. MOO 
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JlflVjl^&iZUUfrJV&ltti; — ;P=20/1)CT£JSU S6»(4.13gr; 95 

J H-NMR(300MHz, CDC1 3 ) 5 ppm: 1.66(s, 6H), 7.45-7.62(m, 5H), 7.78-7.82 
(m, 4H) 

###l 9 6 

{4-[l-(5-T^ y-lH-l,2,4-h U Ty-;l/-3— ;W( 
7 3i — ;t/)p< y > • 




##$J9 5lfj|fcfl;^ttfciv\ ##0!il 5 ck tf ###J 6 6 £ [5jt£&£t#t:: 
J: U S6*J^ 

1 H-NMR(400MHz, CDC1 3 ) 5 ppm: 1.76(s, 6H), 4.36(brs, 2H), 7. 26-7. 50(m, 
4H), 7. 54-7. 60 (m, 1H), 7. 73-7. 81 (m, 4H) 

u%km 1 

H^ffij#J^ LTSD^Sitt^ *y b *m^tz. Mycobacterium butyricum<7)5EffiM 
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m 30 



m 




(ma l\ro 1 




mMMomin (mi) 






i 






ID 


0. 23 


0. 06 


|lBffi$J4 9 (DitaW 


50 


1 A 

10 


-0.24 


-0. 17 


-Y > K ^ ^ ^ > 


0. 5 


10 


-0.70 


-0.57 


2 






8 


0.42 


0.67 




50 


8 


-0. 12 


0.02 


Hfii50!l 7 3 (Dlb-aW 


50 


8 


-0.95 


-0. 78 


-f > K ^ # > 


0.5 


8 


-0. 88 


-0. 59 


3 






8 


0.21 


0.36 


Hi 7 5 <D4k&® 


25 


8 


-1.08 


-0.53 


-f > K * £ > 


0.5 


8 


-1. 34 


-0.57 


4 


nm 




8 


0.69 


0. 22 


mmm 320 
ft 


25 


8 


-1. 20 


-0.53 


-Y > K # 3/ > 


0.5 


8 


-0.45 


-0.39 



^.^Wcfe- -/*-f -:*-7 : ^-f ^ — tw-^^T-v^r ~~~ 

10 
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1. & : 




-O-, -S-, -SO-. -S0 2 - , -CQ- ( QlilMftftCl, 

3-^#i)->i^/:iii, 3 -^^y ^ >m*mir. ) » -ch (or 11 ) 

-C (OR 11 ) 8 -, -C (=NOR") - ( R M »*J|llR?*fc(4fiaT 
10 Jls*JVm*m-t. )x -C (=NR 12 ) - ( R 12 («^ig?^/c(«i^T;i/=¥^ 

as&a-r. ). -c ( = n n r i3 r 14 ) - ( R i3 &±VR i4 m&$:LTfcmm?, 




15 (^(f, ZfcMMg^. -O-. -S-, -SO-*/;(i-S0 2 -^If 0 ) £ 
£Si\ E(4, 5$ : 



WO 01/05774 



T/JPOO/04616 



179 




OR' 1 ( R ll ^B?Iia^|s]*T'$)-5 0 ), -C0 2 R 29 (R 29 f£<Ktt7;i"¥;H£fc 
5 Si-r o ) fcJ;t>*-CONR 30 R 31 ( R 30 *? <fc R 3, (£, ®5£ UTzK^J^^^/cJifg 

G^:-C (R 6 R 7 ) -£fc(i-C ( = CR 6 R 7 ) -feSU AOj^ljiK? 

Ati, en-/K f^-7xx -fy^7V-;K i, 3, 4-^-^-9- 

i?TV—)W 1, 3, 4 -^T^'ry-JK 1, 2, 4-f7^'7 , /--'K tf^ 

_i5__ y-;.K _i ...j^^Mi^/k - 

-;k try^>, ifr^. tfU5s;>, try^>*/c«ii, 3, 5-hur 
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